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“SUNNY SIDE UP” 


Specific effectiveness in morning sickness with 


for 

© Prevention of nausea and vomiting 

© Selective action on the emetic center 
© “Excellent” or “good” relief 

© Little or no drowsiness 


Mornidine—brand of pipamazine 


Research Briefs 


Clinicians report that 91 per cent 
of 145 pregnant patients treated for 
nausea and vomiting with Mornidine 
had “excellent” or “good” relief of 
symptoms. Mornidine was found to 
have a distinct advantage in that the 
drug was an effective antiemetic’ in 
smaller doses than those required 
when other currently available phe- 
nothiazines were employed. Side ef- 
fects were minimal. 

Excellent results were obtained 
with Enovid by Rakoff* in thirty- 
eight patients with threatened and 
habitual abortion; only twelve ab- 
orting. No evidence of androgenicity 
was Observed. Not a single patient 
complained of nausea, and therapy 
did not have to be discontinued be- 
cause of any side effects. Chalmers* 
used Enovid in dysfunctional uterine 
bleeding. It “appears to be the most 
effective progestational agent which 
I have used....” 

In trichomonal vaginitis prompt 
symptomatic relief‘ may be obtained 
with Floraquin. Floraquin helps to 
encourage the reestablishment of 
normal vaginal acidity (pH 3.8 to 
4.4), mucosa and bacterial flora. 


| IN TRICHOMONAL VAGINITIS AND cervicinis Bray 


FLORAQUIN 


REGIMEN 


(brond of diiodohydroxyquin compound) 
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From Searle 


Maeder® mentions Floraquin as an 
effective product to use. 
“[Vallestril] was found to be a sat- 
isfactory therapeutic agent® in 
menopausal syndrome in 50 of 52 
patients (96 per cent). ...” Other 
authors’ conciuded that “Vallestril 
is a superior synthetic estrogen for 
the suppression of lactation. The low 
incidence of interim bleeding and of 
hypermenorrhea constitute a most 
important characteristic of the 
drug.” It was found to have a selec- 
tive action® on the endometrium of 
postmenopausal women and 
“ ... causes fewer gastrointestinal 
upsets’ than does diethylstilbestrol.” 
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For the Prevention of 
Postpartum Breast Engorgement, 
Lactation and Pain 


Vallestril 


(brand of methallenestril) 
minimizes withdrawal bleeding, 
gastrointestinal upsets, 
secondary breast symptoms 


IN 

THREATENED 

OR HABITUAL 
ABORTION... 
MORE FULL TERM 
PREGNANCIES... 


HINOV ID 


(brand of norethynodrel with ethynylestradio! 3-methy! ether) 


SIMULATES 
corpus luteum hormones, thereby 


SUPPORTS 
the endometrium, hence 


- SUSTAINS 
fetal life 
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THE FIRST 


ANTHOLOGIES 


HENRY E. 
SIGERIST 


ON THE 
HISTORY 
OF MEDICINE 


edited by Félix Marti-Ibanez, M.D. 
foreword by 
John F. Fulton, M.D. 
In twenty-seven carefully selected es- 
says and lectures, collected in this 
anthology for the first time in English, 
Dr. Sigerist provides an illuminating 
view of the men and the events that 
have shaped the present and will 
affect the future of medicine and civ- 
ilization. The brilliant and stimulating 
writings contained inthislong-awaited 
anthology are the essence of the 
Sigerist ideas, concepts, and theories 
on the history of medicine. Whether 
focusing on Hippocrates, Paracelsus 
in the Light of Four Hundred Years, 
The Physician’s Profession Through 
the Ages, Bedside Manners in the 
Middle Ages, or The Philosophy of 
Hygiene, Sigerist reveals the wit, 
scholarship, and originality that made 
him one of the greatest medical his- 
torians of our time. 


336 PAGES / CLOTH BOUND / $6.75 


HENRY 
SIGERIST 


ON THE 
SOCIOLOGY 
OF MEDICINE 


edited by Milton I. Roemer, M.D. 
foreword by 
James M. Mackintosh, M.D. 
The scope and depth of Sigerist’s the- 
ories on the sociology ot medicine 
have never been more clearly shown 
than in this first English-language an- 
thology of his medico-sociological 
writings. These thirty-one selected 
essays are truly representative of 
Sigerist as humanist and social re- 
former. Because of Sigerist’s origin- 
ality and scholarship, these writings 
remain fresh, powerful and deserving 
of a place with the great medico-his- 
torical literature of all time. All of 
these essays, whether they deal with 
War and Medicine, The Special Posi- 
tion of the Sick, Socialized Medicine, 
or Current Unrest in the Medical 
World, reflect the mind and heart of 
a great man who strove to turn social 
philosophy into constructive social 
action. 


406 PAGES / CLOTH BOUND / $6.75 


These two handsome volumes can be ordered as a set for only $10 
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Henry Welch, Ph.D. 
and Félix Marti-Ibanez, M.D. 


This is the épic tale of the “wonder” drugs 
changed thé course of modern medicine and shed 

light on man’s d against disease. 4 

It is the first book to tell with color, clarity, anda Cu- 
racy the story of all antibiotics and the history of t eir 
use before their official a, by Fleming. Th 
compelling story has its origin in the age he 
Pharaohs and ranges through time and space, retrat- 
ing from the present day the intricate pattern of anti- 
biotic development. Broad in scope, THE ANTIBIOTIC 
SAGA covers not only e broad-spectrum antibiotics 
but the newer, less kn drugs that are the result — 

_ of the dedication and efforts of the acknowledged 
great — Fleming, Pasteur Tyndall; Ehrlich — and the 

heroic unknown. THE OTIC SAGA is a fascing ing 

book, a great tribute to the men who contributed 
_ this historic tale and to those who continue, dail 
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Regularity and Metamucil 


Both are basic for relief and correction of constipation 


Effective relief and correction of constipation require more than clear- 
ing the bowel. Basic to the actual correction of the condition itself is 
the establishment of regular bowel habits. Equally basic is Metamucil 
which adds a soft, inert bulk to the bowel contents to stimulate normal 
peristalsis and also to retain water within stools to keep them soft and 
easy to pass. Thus Metamucil induces natural elimination and pro- 
motes regularity. 


Metamucil 


brand of psyllium hydrophilic mucilloid 
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A HISTORY OF PUBLIC HEALTH 


by George Rosen, M.D., Ph.D., M.P.H. 
Professor of Health Education, School of Public Health and Administrative Medicine, 
Columbia University; Editor of the American Journal of Public Health 


Foreword by Félix Marti-Ibaiiez, M.D. 


A History of Public Health approaches the subject of public health from a broad point 
of view and considers the health problems of communities of different periods in terms 
of their political, social, and economic patterns. A few of the topics covered are the 
following: disease prevalence, water supply and sewage disposal, epidemiological theory, 
maternal and child health, nutrition, occupational health, statistics, health education, 
public health administration, communicable disease control, medical care, public health 
and public policy, public health nursing, medical geography, and international health 
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tense 
and 
patient 


relief comes fast and comfortably 


—does not produce autonomic side reactions 
—does not impair mental efficiency, motor 
control, or normal behavior. 


Usual Dosage: One or two 400 mg. tablets t.i.d. 


Supplicd: 400 mg. scored tablets, 200 mg. sugar- 
coated tablets or as MEPROTABS* —400 mg. 
unmarked, coated tablets. 
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meprobamate (Wallace) 
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Carcinoid Tumors and 5-Hydroxytry ptamine 


Adam N. Smith, M.D., F.R.C.S. 


GLASGOW, SCOTLAND 


The carcinoid tumor, or argentaflinoma, is known to surgeons in a variety of ways 
It is most commonly an incidental finding when situated in the vermiform appendix, 
and in the terminal ileum causes intestinal obstruction. In some rare cases, however, 
it may cause the clinical manifestations of the carcinoid syndrome, which has aroused 
great interest in surgery through its association with the internal secretion of the 
hormone 5-hydroxytryptamine. It is to the Swedish workers in Malm6 that credit 
must go for the full recognition of this syndrome.'~* Biorck et al! in 1952 had de- 
scribed the occurrence of cardiac lesions in a cyanosed young man of 19 years who 
was also subject to flushing attacks and was found at autopsy to have a carcinoid or 
argentaflin tumor. Thorson ct al* had collected by 1954? 7 closely similar cases and 
outlined from this material a new clinical syndrome. It was tentatively suggested 
that the clinical effects might be the result of secretion of §-hydroxytryptamine from 
the tumor. This idea had been made a convenient hypothesis by Lembeck’s demon- 
stration in 1953 that carcinoid tumor tissue was rich in 5-hydroxytryptamine. * 
It had appeared probable from the classical work of Erspamer that a carcinoid tumor, 
in effect an aggregate of argentatlin cells, would possess rich stores of 5-hydroxy- 
tryptamine, since he had established® * that the argentattin cells manufactured rich 
stores of a new hormone, enteramine, which had been shown to have the constitution 
of 5-hydroxytryptamine. Finally Pernow and Waldenstrom in 1954° established the 
hormonal nature of the carcinoid syndrome by showing that there was an clevated 
concentration of 5-hydroxytryptamine in the blood of patients with a carcinoid tu- 
mor, extensive metastases, and the systemic features; of these the cutaneous manifes- 
tations are the most striking and are a reddish-blue cyanosis, telangiectasis, and 
flushing attacks. These effects are often associated with diarrhea, borborygmi and 
abdominal colic, “‘asthmatic’’ attacks, occasional giddiness, and the development 


From the University Department of Surgery, Western Infirmary, Glasgow, Scotland, 
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of valvular lesions of the right side of the heart, often after a lapse of several years. 
They are particularly associated with advanced metastasizing carcinoids of the small 
intestine, having gross hepatic or glandular metastases.'": |! 


PATHOLOGY OF CARCINOIDS OR ARGENTAFFIN TUMORS 


Carcinoids have been described at most sites in the intestinal tract*: '* between the 
cardia and the anorectal junction; infrequently they occur in other organs, such as 
the lung, testis, and ovary. 

The most common site is the appendix (accounting for 65 per cent of all cases) 
with the typical yellowish tumors of the appendix tip. They may be locally invasive 
in their histology and are potentially malignant tumors with a clinical course that is 
usually benign. Invasion near the appendicular base carries a sinister prognosis and 
is an indication, if discovered on routine examination, for radical treatment by a 
right hemicolectomy with excision of related lymph nodes.'* The same is true if 
lymphatic invasion is detected; only 4 per cent, however, of appendicular cases 
metastasize. The cases operated on for *‘ appendicitis’’ may have had features akin 
to appendicular obstruction—appendicular colic may have been aided by secretion of 
5-hydroxytryptamine, which is a powerful agent in initiating smooth muscle spasm. 
This in turn may aid the early recognition of these cases. 

The most common extraappendicular site is the. terminal ileum (25 per cent of all 
cases). Common features of these growths are that they are most often the function- 
ing tumors, have a fairly constant yellow color, show submucous spread with late 
ulceration into the bowel lumen, and may be multiple; marked hypertrophy of the 
adjacent bowel wall may be present. Histological examination reveals whorls of 
cells with a peripheral palisade arrangement; there may be fine dusting of the nuclear 
chromatin. Even in ordinary hemalum and cosin staining, reddish granules are ap- 
parent.‘ '* The special features are: (1) Strong affinity for silver salts,'* (2) charac- 
teristic granules, a condensation product of 5-hydroxytryptamine and formalin, 
staining reddish-brown by the diazonium reaction,'® (3) fluorescence in ultraviolet 
(with the same absorption spectrum as 5-hydroxytryptamine). 

The number of carcinoids at other sites is small; 5 per cent occur in the colon and 
rectum, where they may be relatively benign but show atypical histology in that 
they have poorer granulation and a tendency to form tubules and acini. Rectal 
biopsy specimens stained with the specific stains may help to establish the diagnosis. 

Carcinoids develop rarely in the stomach, duodenum, gall bladder, and pancreas. 
They also occur in the lung and ovarian, and presumably testicular, teratoma.*: '*: '7 

Metastasizing tumors, usually with numerous secondaries, appear to be the sole 
examples of carcinoids capable of causing the clinical manifestations, presumably 
because the 5-hydroxytryptamine output of the primary tumor alone is inactive or 
insufficient in size at this stage to have any effect. Most cases of the syndrome have 
metastases in the liver, and this has been stressed by some authors.*: '’ It has been 
held that the development of the clinical manifestations of the syndrome is almost an 
indication that hepatic metastases are present; perhaps this is because metastatic 
tissue in the liver secretes almost directly into the hepatic veins, allowing more 
5-hydroxytryptamine to escape oxidative deamination in the liver tissue. Extensive 
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local spread to lymphatic glands and to the mesentery with gross intestinal adhe- 
sions is a feature of all late cases. 

The histogenesis of the tumor is from the Kultschitzky or argentaffin cells of the 
crypts of Lieberkuhn, which belong to the enterochromaffin cell system. These 
cells take up both silver and chrome salts (hence the alternative names argentaffinoma 
and chromaffinoma) and are present in the alimentary tract, bile ducts, and pancreas, 
and occur sparsely in the lung: one type of bronchial adenoma is, more correctly, 
thought to be an argentaflinoma.'* Since some patients have been found to have 
extensive carcinoid tumors that fail to show the typical yellow pigment or to take 
up the silver stain, it has been proposed that they may contain argyrophilic rather 
than argentaffin cells; this problem will be discussed later. 

These tumors have not been produced experimentally, nor is there any evidence of 
a carcinogenic agent at work. The origin of the argentaffin cells has never beeti satis- 
factorily settled, but the staining reactions suggest a developmental relationship with 
autonomic ganglia. 


PHYSIOLOGY OF 5-HYDROXYTRYPTAMINE 


History of 5S-Hydroxytryptamine (Enteramine, Serotonin). A vasoconstrictor substance 
has been known to be present in defibrinated blood or serum for a century; indeed 
its presence impedes the attempts of physiologists to perfuse certain organs. It was 
only comparatively recently taken up by Page'* and his colleagues in Cleveland 
because of its nuisance value as an intruding vasoactive substance, which was imped- 
ing their work on angiotonin. Rapport et al in 1948 reported the isolation of a po- 
tent crystalline vasoactive substance from beef serum, and in 1949 Rapport was able 
to demonstrate that the substance contained an indole base complexed with creati- 
nine sulfate. On the basis of chemical and physical tests he postulated that the sub- 
stance, already named serotonin by Page, was more correctly 5-hydroxy-38-amino- 
ethylindole (5-hydroxytryptamine). The substance was later synthesized, first by 
Hamlin and Fischer (1951) and by Speeter et al (1951). Independently the Italian 
biologist Erspamer had been investigating, over the past 30 years, pharmacologically 
active substances present in the gastrointestinal tract of various lower animals. 
Masson had earlier believed (1928) that the argentaffin cells were of an endocrine 
nature, possibly possessing some means whereby adjacent smooth muscle cells were 
stimulated. Erspamer therefore attempted to discover the properties of the substance 
in enterochromaffin and argentaflin cells that gave them their staining reaction. 
Vialli and Erspamer had in 1933 described the color reactions and pharmacological 
effects of a substance that they called enteramine. Its indolic nature was appreciated 
a decade later, and it was recognized as a powerful stimulant of the smooth muscle 
of the alimentary tract. The activity of extracts varied with the number of entero- 
chromaffin-type argentaftin cells present in the parent tissue, and the idea arose that 
this was the hormone of the enterochromaffin cells, enteramine. Erspamer and 
Boretti (1951) were able to separate enteramine from contaminants,* and it was 
identified by Erspamer and Asero in 1952 as 5-hydroxytryptamine.? 

Metabolism. 5-Hydroxytryptamine is derived from the precursor 5-hydroxytrypto- 
phan (fig. 1),'* which is in turn derived from the essential dietary aminoacid tryp- 
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tophan. 


The first step in the production of these compounds from tryptophan ts 
a hydroxylation process by an enzyme, tryptophan hydroxylase, reported by Uden- 
friend et al (1953)*° in liver and kidney. 5-Hydroxytryptophan is then converted 
to 5-hydroxytryptamine by means of a specific decarboxylase; carcinoid tissue contains 
a rich store of this enzyme.’ 

Since tryptophan decarboxylase was regarded at first as absent from the tumor, 
it was assumed that tryptophan underwent conversion in the liver and kidney to 
5-hydroxytryptophan, with later conversion of 5-hydroxyeryptophan to 5-hydroxy- 
tryptamine after uptake of 5-hydroxytryptophan by the tumor, or in other tissues 
containing decarboxylase. Smith et al,*! however, described a case of some impor- 
tance in which 5-hydroxytryptophan as well as 5-hydroxytryptamine was secreted 
in the urine; 5-hydroxytryptophan had almost certainly been formed by the tumor 
cells (fig. 2), and it appeared that this was proof that the entire synthesis of 5- 
hydroxytryptamine from tryptophan could be carried out in the tumor. It may be 
presumed that normal argentaflin cells are capable of the hydroxylation as well 
as the decarboxylation step. 

5-Hydroxytryptamine is rapidly oxidized by amine oxidase, which is widely 
distributed in the lung, liver, and kidney. The principal product of the oxidative 
process is 5-hydroxyindoleacetic acid, which is excreted in the urine; other ky- 
droxyindoles are formed as well as 5-hydroxyindoleacetic acid and the further break - 
down product, hydroxyindoleacetic acid. We have described 14 indoles'! in the urine 
of carcinoid patients (fig. 3). Sjoerdsma et al were able to recover 80 per cent of ad- 
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Fic. 2. (Left) Diagram of two-dimensional paper chromatographic pattern given by urinary indoles and 
related substances excreted by the patient mentioned. Spots marked U are unidentified indoles; 1, §-hydroxy- 
indoleacetic acid; 2, indoleacetic acid; 3, indican; 4, 2-amino-3-hydroxyacctophenone 0-sulfate; 5, trypto- 
phan; 6, probably 5-hydroxyindoleacetic acid O-sulfate; 7, 5-hydroxytryptophan; and 8, $-hydroxy- 


tryptamine. The dotted spot R shows the position of riboflavin, detected by its fluorescence and useful 
as a marker. 


Fic. 3. (Right) Diagram of two-dimensional paper chromatographic pattern of urinary indoles and related 
substances. The numbers have the same significance as in figure 2. 5-Hydroxytryptophan and §-hydroxy- 
tryptamine (7 and 8 respectively) are not present in the average case. 


ministered 5-hydroxytryptamine as 5-hydroxyindoleacetic acid, the residual amount 
presumably being converted to the other hydroxyindoles (a small portion of normal 
urinary 5-hydroxyindoleacetic acid may be derived from other sources). The urinary 
excretion of 5-hydroxyindoleacetic acid in the carcinoid syndrome, since it reflects 5- 
hydroxytryptamine production, gives an index of the formation by the tumor of 
this substance. Normal individuals excrete 2 to 10 mg.; in the carcinoid syndrome 
values above 20 mg. are suspicious, and most cases, if followed up, rise to levels 
varying from 40 to 600 mg."! 


DISTRIBUTION IN NATURE 

5-Hydroxytryptamine is widely distributed in nature. Its varied distribution en- 
compasses plants, fungi, and animals. Among vertebrates it has been described 
in mammals, birds, reptiles, amphibians, and fish; for each class of the vertebrate 
phylum no constant distribution emerges such as might suggest one uniform function. 
It may be significant, however, that in most of the higher vertebrates 5-hydroxy- 
tryptamine finds its richest distribution ta the alimentary tract. 

In lower vertebrates and some arthropods and angiosperms, the role of 5-hydroxy- 
tryptamine would appear to be largely defensive. In amphibians, various secretory 
glands are often also venomous glands; in the giant toad, Bufo marinus, the venom 
gland situated in the shoulder exudes when the toad is handled, and any noxious 
agent in the secretion may cause pain in the mouth or paws of an attacker if it pene- 
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trates the mucous membrane or skin (it was shown by Armstrong et al in 1953 that 
5-hydroxytryptamine produces pain on intracutancous injection in humans). 

Among the molluscs, 5-hydroxytryptamine has been found in the salivary glands 
of Octopus vulgaris, in various snails, and the edible mussel (Mytilus edulis).** In the 
posterior salivary glands of the octopus, 5-hydroxytryptamine is released during 
secretion, but a poisonous role has been suggested for this gland also by Phisalix,** 
since he found the gland juice to be toxic when injected into crabs. Florey and 
Florey found that the injection of as little as 1 wg. into a crab’s claw causes muscular 
spasms. 

Arthropods of the class Insecta, such as Vespa vulgaris (the wasp), contain 5-hy- 
droxytryptamine in their sting fluid, as does the scorpion. 

Similar mechanisms underlie the skin lesions produced by the spicules of cowhage, 
Mucuna pruriens, and by the sting fluid of the common nettle, Lrtica dioica (dock 
leaves, long known to countrymen as an antidote to nettle stings, have been shown 
to contain a powerful 5-hydroxytryptamine antagonist 

5-Hydroxytryptamine or a related indole may well be the hallucinogenic substance 
in the sacred fungus of the Aztecs, since it has recently been extracted from a hallu- 
cinogenic principle in a poisonous mushroom of the paneolus species. Turning to 
more innocuous foodstuffs, it has been found that bananas are a rich store; about 3.8 
mg. may be contained in the peel and as much again in the pulp. This intriguing 
fact was discovered out of an act of kindness. Monkeys were given a bunch of 
bananas as a reward, and it was found that the urinary excretion of indolic substances, 
which were being examined during the course of the experiment, rose, remained 
elevated, and interfered with the satisfactory completion of the experiment during 
the subsequent day. It is interesting to speculate that the 5-hydroxytryptamine in 
bananas may have contributed to its efficiency in some cases of celiac disease by acti- 
vating the motility of the gut, yet as much as 20 mg. of 5-hydroxytryptamine must 
be taken orally before the effects of this substance are apparent. 

‘In most animals the undoubted important sites of 5-hydroxytryptamine distribu- 
tion are the brain and gastrointestinal tract; it has been estimated that the turnover 
is rapid in the former but occurs more slowly in the latter. There is also a considerable 
amount of 5-hydroxytryptamine attached to the platelets in most species, but the 
hormone is merely being carried. It is also found in the mast cells of the rat and the 
mouse, but not of other species. It is also found in a transplantable mast cell tumor. 


PHYSIOLOGY 
The physiological roles ascribed to 5-hydroxytryptamine are legion. The important 
claims are those that ascribe to it the following. 

Neurohumoral Activity. This is assumed because of the rich distribution of 5-hy- 
droxytryptamine in the brain, its possible significance in autonomic and hypothala- 
mic function, and the fact that many drugs that disturb brain function are also 
substances that potentiate or block its effects, ¢.g., iproniazid, reserpine, and lysergic 
acid. '* 

Activity Related to Vasomotor Function. The effects on the blood pressure are very 
varied. The most constant effect in many species seems to be a transient fall in blood 
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pressure; this may be succeeded by a rise in pressure, which may occasionally be 
the primary effect in the human subject. A great increase in cardiac output has been 
demonstrated in unanesthetized patients using the Fick principle.'* Serotonin is 
a powerful vasoconstrictor of the lung vessels; in the dog and cat its action at this 
site is more powerful than that of adrenaline and noradrenaline. Released from 
platelet attachment, it may be important in the pulmonary hypertension of certain 
cardiac anomalies, and it may play a part in the causation of some of the general 
circulatory effects of pulmonary embolism.** Paradoxically, 5-hydroxytryptamine, 
or serotonin, a name obviously chosen because of its vasocontrictor properties, May 
also be a vasodilator at certain sites; it constricts major arterioles concerned with the 
peripheral resistance, but dilates the smaller vessels of the skin. 

lc is held that 5-hydroxytryptamine may act as a humoral agent stabilizing vascular 
tone, acting as a chemical buffer to oppose neural effects. This might explain why 
5-hydroxytryptamine has been shown to have so many conflicting dual effects; it 
may help to control function by opposing whichever is the predominant autonomic 
activity. Whether such a system is used in the body is not yet known, nor is the 
mechanism by which 5-hydroxytryptamine performs this action. It may do so by 
inhibiting transmission through ganglia or by potentiating It. 

Activity Related to Gastrointestinal Function. The work of Erspamer on the distribu- 
tion of §-hydroxytryptamine in the gastrointestinal tract suggested that 5-hydroxy- 
tryptamine must have an important role at this site. Dalgliesh et al*® identified 
5-hydroxytryptamine in the dog's gastrointestinal tract and Feldberg and Toh 
showed in 1953 that it was principally distributed in the pyloric and duodenal 
mucosa. Toh later (1954) demonstrated release of 5-hydroxytryptamine into the por- 
tal blood stream and isolated a substance that released 5-hydroxytryptamine from 
the gastrointestinal tract into the portal circulation. 

Interest has subsequently centered around the possibility that 5-hydroxytryptamine 
may affect the secretory and motor function of the gastrointestinal tract. 5-Hydroxy- 
tryptamine has been found to inhibit acid secretion of the neural- and histamine- 
induced type. Experiments with the precursor have produced comparable results. ** 
Mucin secretion was a significant finding after 5-hydroxytryptamine.*’: ** Bulbring 
and Lin*’ record that 5-hydroxytryptamine stimulates peristalsis, lowers the thresh- 
old for the peristaltic reflex, and increases the frequency of intestinal contractions 
and the volume of fluid transported along intestinal loops. Elevation of the intra- 
luminal pressure caused release of 5-hydroxytryptamine from the isolated intestinal 
preparation, there was a good correlation between the rise in intraluminal pressure, 
the release of 5-hydroxytryptamine, and the volume of fluid transported along the 
loops of bowel examined. The addition of the precursor, 5-hydroxytryptophan, 
increased the amount of 5-hydroxytryptamine in the effluent and increased the peri- 
staltic activity of the intestinal preparation. These experiments would appear to 
enhance greatly the physiological status of 5-hydroxytryptamine as a gastrointestinal 
hormone. 

Antidiuretic Effects. Erspamer and Ottolenghi advanced claims for 5-hydroxy- 
tryptamine as an antidiuretic factor; they found that it controlled water excretion in 
the rat* by reducing glomerular filtration, through vasoconstriction of afferent vessels. 
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Erspamer’s observations have been repeated successfully but with larger doses 
(1 to 3 mg. /Kg.).*° On the contrary, Abrahams and Pickford found that 5-hydroxy- 
tryptamine produced minimal antidiuresis in conscious dogs. The antidiuretic 
effect was only present when vascular and respiratory side effects were present. 
They considered that 5-hydroxytryptamine did not meet the requirements of a specific 
renal hormone.*! Continued infusion of 5-hydroxytryptamine leads to bilateral corti- 
cal necrosis of the kidney. 

Hemostasis. Reid (1952) studied the relationship of 5-hydroxytryptamine to the 
platelets and felt that this substance might be of importance in hemostasis when 
released from disrupting platelets at sites of injury. This role is in doubt, since 
reserpine-induced depletion of platelets has been found to have no effects on the 
bleeding time. 

Transmission of Pain. Armstrong et al (1953) have considered 5-hydroxytryptamine 
as one of the many substances that may be responsible for the apparent transmission 
of pain sensation. 


HUMAN PHYSIOLOGY OF 5-HYDROXYTRYPTAMINE 


Only a few experiments are reported concerning the infusion of 5-hydroxytrypta- 
mine in man; Page'* reports tingling and warmth in the extremities, tachycardia and 
blood ‘pressure changes, substernal discomfort, and bladder or intestinal motor 
effects with 5-hydroxytryptamine infusions. Its precursor, 5-hydroxytryptophan, 
has also been given systemically to man. The administration of reserpine results in 
the release of 5-hydroxytryptamine from the platelets into the circulation. 


CARCINOID SYNDROME 


The features of the syndrome': * * are: (1) A malignant carcinoid of the small 
intestine, commonly with metastases to the abdominal lymph nodes and the liver, 
2) patchy flushing, a plethoric color or cyanosis, (3) frequent watery stools, bor- 
borygmi, and abdominal pain, (4) pulmonary stenosis of the valvular type and tri- 
cuspid stenosis or regurgitation, (5) attacks of ‘bronchial asthma’™’ of an unusual 
type, (6) telangiectasis and dependent edema. 

The main clinical effects present in 9 cases of the syndrome examined by us are 
recorded in table I. The main features, described in detail, follow. 

Cutaneous Manifestations. A typical patient with this condition may flush transiently 
in ‘* geographical’’ areas or continuously more severely over the face, but the upper 
torso and extremities may also be affected; (fig. 4) the part may feel warm with 
paresthesia, but in a cold ambient temperature there is marked cyanosis, either 
diffuse or patchy. The skin temperature rises in the affected part during the flushing 
attack. Telangiectasis usually means that the condition is of some duration, and 
cuts in the skin areas round these dilated vessels bleed with some severity. The 
sclerae are often reddened. 

The flushing may be spontaneous, or may follow various stimuli: emotional, 
mechanical (prolonged standing, abdominal palpation, compression of a testicular 
carcinoid, or following colonic irrigation), pharmacological (histamine or reserpine*', ) 
or dietary (meals, tea, coffee, or alcohol). The flushing attacks are usually accom- 
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Fic. 4. The appearance of this paticnt was unmis- 
takable. The dark area over the face was a deep 
purple in the cold and a bright pink in a warm 
environment. There is a diffuse mottling of alter- 
nating patches of cyanosis and erythema over the 
trunk. 


panied by vasomotor changes, which have been described by Thorson (1956); there 
is a tachycardia, and the systolic blood pressure, pulse pressure, and cardiac output 


rise as the flush develops. On the contrary, in the cold cyanotic state the pulse is 


weak, the blood pressure is low, and the cardiac output is weak. A _ pilomotor 
gooseflesh appearance has been described.‘ There is no polycythemia, and full 
oxygenation does not lessen the cyanosis. 

Diarrhea. \n certain patients this is the principal complaint;‘ the bowels may move 
20 times daily or more, with watery stools, and there may be abdominal discomfort, 
colic, and borborygmi audible at some distance from the patient's bedside. Barium 
passes rapidly through the intestinal tract and may reach the ileocecal valve in one 
hour,'* but not always; the incessant intestinal activity is audible with the stetho- 
scope and may be recorded on an electromagnetic tape. The motility need not 
necessarily be of the propulsive type and may be of the segmentation variety. The 
increased motility is unrelated to the presence of obstruction and, in the presence of 
widespread metastases, continues after resection of the primary tumor. Increased 
borborygmi may be present without diarrhea. Sinclair (1957) estimates that patients 
with an unusually active gut may be differentiated from true cases of the carcinoid 
syndrome with alimentary symptoms and signs by the use of ganglion blocking 
agents; in individuals with higher motility of the gut from various causes other 
than excess of the humoral agent 5-hydroxytryptamine peristalsis is checked tem- 
porarily by doses that have no effect on peristalsis in patients with carcinoids secret- 
ing 5-hydroxytryptamine. This is in keeping with the work of Robertson (1953), 
who showed that hexamethonium does not antagonize and may even augment the 
effect of 5-hydroxytryptamine on the guinea pig ileum preparation suspended in 
vitro in Tyrode solution. Incessant activity of the bowel, with borborygmi and 
diarrhea in the presence of a palpable mass, leads to the erroneous diagnosis of sub- 
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acute obstruction of the small bowel. This may prove deceptive in that the small 
intestine may show evidence of dilatation and hypertrophy of its muscle coats without 
true obstruction of the intestinal lumen by the carcinoid tumor.‘:'* That these 
effects may have been provoked by 5-hydroxytryptamine rather than by true obstruc- 
tion was well demonstrated in 1 of our cases in which the carcinoid mass was outside 
the bowel wall in the mesentery. 

Asthmatic-like Attacks. Respiratory stridor may be the result of direct 5-hydroxy- 
tryptamine constriction of the smooth muscle in the trachea and bronchi, and this 
may induce asthmatic-like attacks, in cold weather principally. In our experience, 
the anesthetist may have difficulty inflating the chest to oxygenate the patient if 
bronchospasm supervenes during an operation for removal ef a carcinoid.*! 

Occasional Findings. These include edema (which may variously arise from cardiac 
failure, obstruction of veins by a large abdominal mass, and as a result of the anti- 
diuretic effects of the hormone via its action in causing sodium retention) oliguria 
(rarely amounting to anuria), lesions like rheumatoid-arthritis affecting the smaller 
joints in some cases,'’ scleroderma (a dark brown pigmentation with keratosis), ‘ 
and a higher over-all incidence of gastric and duodenal ulceration. ' 

Mental Symptoms. It is surprising that few of these patients show psychological 
abnormalities, in spite of the important role of 5-hydroxytryptamine in cerebral 
function. This is almost certainly the result of its poor penetration through the blood- 
brain barrier. 5-Hydroxytryptophan, on the contrary, penetrates the blood-brain 
barrier readily. 


TABLE | 


Clinical Features, Site, and Advanced Clinical State of 9 Cases of Carcinotd S yndrome* 


Clinical features 


Urinary excretion of 


Pulmonary 5§-hydroxyindoleacetic 
Case Flushing = stenosis — Diarrhea Site acid, mg. /day 
= Small bowel and liver 688 


Ileocecal and mesentery, not liver 
Ileum and mesentery, not liver 


Ileum, mesentery, and liver 


Ileocecal and mesentery, not liver 


6 + — ++ Liver and glands, recurrent after 40 
excisional operation 

7 + + Ileum, mesentery 160 

8 + - ++ Duodenal wall, invading pancreas 82 

+ + Glands plus abdominal mass 53.2 
Cliver?); recurrent after right 63.4 


hemicolectomy 


* Personally investigated by the author. 
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Abdominal Characteristics. Examination reveals in most instances the scar of an oper- 
tion undertaken often some years previously; there may be palpable, even visible, 
gross hepatomegaly or other metastases present. Osseous metastases, although an 
uncommon occurrence, may be present terminally; they may mimic the osteogenic 
sarcoma, yet are of a longer duration and are rich, on biopsy, in 5-hydroxytryptamine. 
5-Hydroxyindoleacetic acid is excreted in excess, but an anomaly exists in that these 
cases often have nonargentaflin argentaflinomata. Any patient who shows this 
advanced state several years after an operation should be suspected of having had a 
carcinoid, since these tumors usually grow very slowly with occasional cases surviv- 
ing a decade or more.'* 

The Development of Cardiac Lesions. The cardiac manifestations occur late in the natu- 
ral history of the syndrome and appear almost exclusively in the right side of the 
heart,* unless in the rare instance of a patent foramen ovale, when they may occur 
in the left heart."’ Pulmonary and tricuspid stenosis or regurgitation are the com- 
monest abnormalities. It is possible that these changes are the direct effect of 5- 
hydroxytryptamine on the endothelium of the heart valves, but it has been claimed 
that they follow damage induced by continuous fluctuations of pressure in the pul- 
monary vascular bed. 

The concentration of 5-hydroxytryptamine, extremely high in the portal and he- 
patic venous blood, remains very high in the right heart but falls to lower levels 
after passage of blood through the pulmonary circuit, where inactivation by amine 
oxidase rapidly occurs. 

The pulmonary and tricuspid valves have been shown at autopsy to be grayish 
white and fibrotic, distorted, and fused at the cusps, and there is thickening of the 
chordae tendinae.* The mural endocardium of the right atrium may be white and 
fibrous. Occasionally there may be a fibrous reaction in the pericardium, and there 
may be a ventricular muscle hypertrophy greater than can be explained on the basis 
of the valvular lesions present. The heart is enlarged principally to the right, as 
may be shown radiologically. There may be a small aorta and sufficient dilatation 
of the pulmonary artery to give the left border of the heart a straight-line edge; on 
the other hand a more conspicuous enlargement may result in the dilated pulmonary 
artery's showing independently. Screening may show relatively avascular lung 
fields.'* The commonest indication that the pulmonary valve is affected is a loud 
cjection-type systolic heart murmur at the left sternal margin usually maximal at the 
third left interspace (fig. 5). Systolic and diastolic murmurs have also been heard over 
the tricuspid region in many of these patients. 

The electrocardiogram commonly shows clockwise rotation of the heart. Cardiac 
catheterization studies have shown a rise in the mean pressure in the right ventricle. 
There may be a low pressure in the pulmonary artery, distal to the valve, with a marked 


pressure gradient across it. There may also be a presystolic pressure gradient across 
the tricuspid valve if tricuspid stenosis is present. The cardiac output may be reduced. 


ROLE OF 5-HYDROXYTRYPTOPHAN IN THE CARCINOID SYNDROME 


In one exceptional case with multiple metastases,*': ** 5-hydroxytryptamine and 
5-hydroxytryptophan were both present in the urine in considerable amounts. 


OBSTETRICS & GYNECOLOGY January-march 1960 


| 
3 
| 
nfs 
ied 


Fic. 5. A phonocardiograph was taken at the 
left sternal border (third left interspace) in case 4 


of table I. The tracings recorded are the electro- 
cardiogram (LD,) and low, medium, and high 
frequencies respectively, in one cardiac cycle. 
Opposite the medium and high frequency records, 
the first and second sounds have been marked 
(1 and 2). The first sound is soft, and the second 
sound is slightly accentuated. A diamond-shaped 
ejection type of systolic murmur is recorded (A), 


which is characteristic of pulmonary stenosis. 
There is also a diastolic murmur at B. 


This confirms the postulated route of formation of 5-hydroxytryptamine for the 
human case since in this subject's urine the precursor, active substance, and break- 
down product were present together. It can be deduced that the tumor, and so 
presumably the normal argentaffin cells from which the tumor has arisen, must be 
capable of 5-hydroxylation of tryptophan. It follows that the major function of the 
argentaflin cells may be not only the local release of 5-hydroxytryptamine but the 
manufacture of its precursor 5-hydroxytryptophan for general circulation to various 
other cells that decarboxylate it and turn it into the active hormone locally. This 
would account for the fact that, though 5-hydroxytryptamine is produced by different 
kinds of cells, no other kind of tumor produces excess of it. 

Atypical cases, such as this one in which 5-hydroxytryptophan was secreted, may 
owe their unusual features to an unusual cellular composition; it has been suggested 
that some tumors are argyrophil rather than argentaffin in type. This unusual type 
of carcinoid may have osseous metastases, a brick-red flush, 5-hydroxytryptophan 
and 5-hydroxytryptamine in the urine, and a high urinary histamine. The flushing 
attacks in this type of case may be the result of histamine liberation in the tissues 
since they could be attenuated by treatment with an antihistamine. Feldberg and 
Smith ** have shown that 5-hydroxytryptamine can release histamine in certain species, 
and this may modify the syndrome significantly. Urinary histamine excretion has 
been found to be elevated in some cases of the syndrome. 


METABOLIC ASPECTS 


Relationship of 5S-Hydroxytryptamine to Tryptophan and Protein Intake. The classical 
carcinoid syndrome may be modified in yet another way. It is now well estab- 
lished'’ that the source of 5-hydroxytryptamine is the dietary tryptophan. 
In some cases, a very large proportion of the normal intake of tryptophan 1s diverted 
to meet the requirement of the tumor in the formation of 5-hydroxytryptamine and 
this, combined with the diarrhea often present, leads to considerable risk of trypto- 
phan deficiency. Since tryptophan is also the precursor of nicotinic acid, this becomes 
apparent as nicotinic acid deficiency or pellagra. 

It would appear that the tumor has a basic rate of production of 5-hydroxytrypta- 
mine. Smith et al have shown that increases in available tryptophan on a high protein 


22 e January-march 1960 QUARTERLY REVIEW OF SURGERY 


. — - 
« 
ES 
a 
Cs 
Z 


diet may increase the rate of production of 5-hydroxytryptamine slightly but not in 
proportion to the increased availability.*! The tumor draws on all available circulat- 
ing plasma tryptophan till 5-hydroxytryptamine production is satisfied. Sjoerdsma 
et al (1957) have examined some of these points in detail; they found that the plasma 
tryptophan was low in carcinoids even on a tryptophan intake exceeding 1000 mg. 
and at a time when there had been diarrhea or change in weight. They also found 
that the urinary excretion of N’-methy! nicotinamide was lowest in the cases with 
the highest urinary hydroxyindole excretion. Stvdies with radioactive 5-hydroxy- 
tryptophan enabled them to estimate that some of these cases had a tumor pool of over 
2000 mg. of 5-hydroxytryptamine, jwhich is all the more striking when one recollects 
that serious pharmacological changes may follow the systemic injection of 1 to 2 mg. 

Relationship of 5-Hydroxytryptamine to Fat Intake. In 1 patient investigated by 
Blechen, the flushing attacks occurred regularly within a few minutes of cating a 
fatty meal. To explain such a phenomenon it was suggested that fat might release 
5-hydroxytryptamine from its tumor depots, either directly or via an intermediate 
mechanism such as the release of hormones (e.g., secretin, enterogastrone). Direct 
examination of patients on high fat dict failed to detect an increase in indoles excreted 

in fact, the reverse was truce ).?! 


LABORATORY STUDIES 


Screening Tests. Several rapid tests for quick detection of increased urinary 5- 
hydroxyindoleacetic acid are now available. The most useful tests depend on coupling 
of 5-hydroxyindoleacetic acid with a-nitroso-6-naphthol to give a purple-colored 
substance.*® Ehrlich’s aldehyde reagent may also be used in combination with 5- 
hydroxyindoleacetic acid to give a blue color.*’ 

5-Hydroxytryptamine and S-Hydroxyindoleacetic Acid in Urine, Blood, and Tumor Tissue. 
The urinary excretion of 5-hydroxytryptamine itself is low, and the excretion of 
5-hydroxyindoleacetic acid, its oxidation product, is a more reliable index of the 
total production. An casily performed test using the reaction with a-nitroso-p- 
naphthol has been described** with simplifications.'® Results above 10 mg. may 
be regarded as abnormal; a chromatographic technique of great simplicity has been 
evolved.** High values of 5-hydroxyindoleacetic acid are not always associated 
with severe symptoms and vice versa; it has been suggested that there is an adap- 
tive response in the enzyme monoamine oxidase in the lungs that might account 
for this,'! yet Davison and Sandler failed to find evidence of this change. Although 
5-hydroxyindoleacetic acid excretion should fall after resection of the tumor, a return 
to normal level of 5-hydroxyindoleacetic acid immediately after the operation 
should not be accepted as a test of cure since the sensitivity of the test may not be 
sufficient to detect the small quantities that may be secreted by residual tumor 
tissue; it is difficult to determine whether values in the range 10 to 20 mg. are 
abnormal or not.'* On the ocher hand the test may prove valuable in follow-up 
studies of the patients.*: 

The 5-hydroxytryptamine content of blood is substantially elevated in cases of the 
syndrome.‘ The 5-hydroxytryptamine content of the peripheral blood may rise 
during an attack, but this is disputed. As already mentioned, the blood from the 
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portal venous system, hepatic veins, and right heart may have the highest concentra- 
tions in the vascular system. In a case with osseous metastases in a limb, the venous 
blood was found to have a higher concentration than was found in arterial samples.*! 

Biological assay of samples of tumor or secondary deposits have helped to establish 
the diagnosis and are particularly useful when the histological staining reactions are 
equivocal. 


TREATMENT 


Surgical Management. For the patient who has had an argentattin tumor of the appen- 
dix removed by appendicectomy, there is no further problem. In those appendicular 
cases in which invasive histology ts demonstrated near the base, right hemicolectomy 
ought to be advised. Many such patients can expect a permanent cure. Right hemi- 
colectomy should also be advised for tumors of the terminal ileum, with ileotransverse 
colostomy as the palliative procedure in a case where there is a large fixed intra- 
abdominal mass with involved nodes and secondaries in the liver. 

It should be remembered that amy reduction of the secretory mass, even through 
local excision, may help to reduce the intensity of flushes and other systemic effects ;’ 
it may on occasion, for instance, be possible to remove some of the secondaries from 
the liver, but this should not be entered into lightly since there are several recorded 
deaths in the literature from effects that are undoubtedly the result of sudden incre- 
ments of 5-hydroxytryptamine in the circulation, following handling of the tumor 
The operation should be done with the minimum of trauma, with th anesthetist 
forewarned of possible hypotension and bronchospasm, and with the use of possible 
antidotes to these effects. 

Rectal carcinoids may be treated by local excision, but if they are invasive they may 
require anterior resection when situated in the upper rectum, or abdominoperineal 
excision when situated in lower rectum. 

For the patient who has had a laparotomy performed for an inoperable tumor and 
who survives 3 to § years after this, general medical measures aimed at minimizing 
the flushing attacks, reducing bronchospasm, diarrhea, and edema must not be over- 
looked. Roentgen therapy is probably ineffective. 

Medical Management. Various pharmacological antagonists to 5-hydroxytrypta- 
mine may be tried clinically, among which are chlorpromazine, bromortholysergic 
acid diethylamine (BOL), 1-benzyl-2,5-dimethyl serotonin hydrochloride (BAS) 
On the whole, usage of these substances has produced disappointing results. Anti- 
histamine drugs have been suggested, on the assumption that the flushing attacks 
might have been provoked by the release of histamine in the tissues, and have 
been reported to be of benefit in some cases. Few of these agents have proved bene- 
ficial. The administration of radioactive gold (Au'**) intravenously may produce 
a short-lived benefit.* Agents that antagonize adrenaline such as ergot alkaloids 
may be given a trial. Woolley and Shaw (1953, 1954) have prepared numerous 
antimetabolites of 5-hydroxytryptamine, and it seems reasonable to expect benefit 
eventually from antagonists of this type. 

In patients with flushing attacks provoked by excitement or embarrassment, 
benefit may follow the administration of 30 mg. (14 gr.) of phenobarbitone, or of a 
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tranquilizing agent. Fifty mg. of propantheline bromide orally or intramuscularly 
may lessen the diarrhea, which may also be reduced in severity by chalk and opium 
powder. Aminophylline may be beneficial if respiratory distress is a feature, and 
an antihistamine such as chlorpheniramine may also help in giving temporary relief 
from this. The unpleasant cyanosed appearance in the cold may force many patients 
indoors; it is our impression that bronchospasm occurs more severely and most often 
in cold weather. Pellagra and other vitamin deficiencies should be avoided by the ad- 
ministration of nicotinic acid parenterally. If the plasma proteins are low, general 
improvement may follow blood transfusion. Little improvement follows restric- 
tion of protein intake in the diet, since the tumor draws heavily, as has been de- 
scribed, on the available tryptophan to form an unvarying amount of 5-hydroxy- 
tryptamine. Occasionally the consumption of tea, coffee, and fats may trigger the 
flushing attacks and may have to be omitted from the diet; alcohol almost always 
provokes intense flushing. It is unlikely that many of these patients will ever be 
considered fit for operative treatment of the heart valves because the lesions occur 
so late in the natural history of the syndromes and because the operative risk is a 
high one. 


CONCLUSIONS 


Knowledge concerning the »hysiology and pharmacology of 5-hydroxytryptamine 
has been growing rapidly, but the precise role of this substance has not yet been 
elucidated. The carcinoid syndrome provides the clinician investigator with fruitful 
material; as the study of Addison's disease aroused interest in and paved the way 


for modern knowledge of the hormones of the adrenal gland, so may the study of 
this syndrome help elucidate our knowledge of mental and gastrointestinal physi- 
ology, vascular and respiratory physiology, and the like. It seems strange that the 
syndrome remained undetected, in the modern sense, for so long; in this respect it is 
worth recalling that the clinical features had been well documented almost 30 years 
ago, though they were unfortunately ascribed to carcinomatosis before the role of 
5-hydroxytryptamine (serotonin, enteramine) had been elucidated. 
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Medical Directory of South Africa Soon to Be Available 


The first edition of the Medical Directory of South Africa, which has been compiled 
with the cooperation of the Medical Association of South Africa, will soon be off 
press, it was announced recently. The directory contains detailed professional 
biographies and is the only compendium of medical practice in South Africa, in- 
cluding administration, university medical schools, colleges, research institutions, 
and hospitals. Inquiries concerning the directory should be addressed to Knox 
Printing Co., Ltd., 30-36 Baker S:reet, Durban, Natal, South Africa. 
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surgery abstracts 


ANESTHESIA AND ANALGESIA 


1. Veurological Sequelae of Brachial Plerus Nerve Block. EMMA JANE WOOLLEY 
AND LEROY D. VANDAM, Boston, Mass. Ann. Surg. 149:53-60, Jan., 1959. 


Reports of 5 cases of neurological sequelae following brachial plexus nerve block, 
a brief retrospective study, and a review of the literature comprise this paper. 
Neurological sequelae of brachial block are not rare. The exact incidence of these 
complications is not known but might be higher than realized if careful studies 
were to be made. Such neurological sequelae are usually not severe nor per- 
manently incapacitating. They must be differentiated from the sequelae that 
follow the injury to or operation on the arm and from the damage that may follow 
careless use of a tourniquet for the production of a bloodless operating field. 

An atraumatic technique with the use of small gauge needles and avoidance of 
hematoma formation must be the goal in the performance of brachial plexus nerve 
block. Patients should be chosen for this type of anesthesia and carefully pre- 
pared with sedatives so that the experience of nerve injection is not disagreeable. 
Reputable local anesthetics should be used with careful attention to sterility. 
The concentration and volume of local anesthetic employed must be suitable for 
the surgical procedure planned to avoid inadequate anesthesia or anesthesia too 
brief for operations. In order to interpret the factors in the development of 
neurological sequelae, a record should be kept in each case of the number and 
location of paresthesias, of the production of hematoma, and of the adequacy of 
anesthesia. Pre- and postoperative neurological examinations should be per- 
formed and postoperative notes kept. It may be prudent to avoid the use of 
brachial plexus nerve block in persons with prior cervical and shoulder afflictions 
or in individuals whose fingers and hands are exceedingly important for the per- 
formance of fine work. 19 references.— Author's abstract. 


It would seem wise lo have an experienced anesthetist do this work. The chief of 
the Anesthesia Service al New York Medical College tells me he has had no trouble 
when it has been done by members of his department.—J. H. F. 


PREOPERATIVE AND POSTOPERATIVE THERAPY 


2. Fecal Enema as an Adjunet in the Treatment of Pseudomembranous Entero- 


colilis. B. EISEMAN, W. SILEN, G. S. BASCOM, AND A. J. KAUVAR, Denver, Colo. 
Surgery 44:854-859, Nov., 1958. 


The mortality rate from staphylococcal pseudomembranous enterocolitis remains 
distressingly high despite the use of modern supportive measures and antibiotics 
effective against Vicrococcus pyogenes. Retention enemas composed of normal 
feces suspended in saline solution have been administered to 4 patients with proved 


OBSTETRICS & GYNECOLOGY January-march 1960 ° 27 


‘ 
| 
i 
| 
= 
4a 
Re 
j 


staphylococcal enterocolitis. In each case the Slaphylococcus aureus that grew in 
pure culture prior to treatment disappeared from the stools within 24 to 48 hours 
and was replaced by a normal colonic flora. All 4 patients had a marked clinical 
improvement within 24 hours of the institution of this therapy, whereas the course 
prior to this had been downhill despite the usual vigorous therapy. All these 
patients recovered. 16 references. 4 figures.—Author’s abstract. 


This interesting experiment might be explained by the fact that the introduction of 
normal fluids into a sick organ might stimulate it lo recovery.—J. H. F. 


3. Hemorrhagic Diathesis Associated with Massive Transfusion. s. GOLLUB, A. 
W. ULIN, H. 8S. WINCHELL, E. EHRLICH, AND W. WEISS, Philadelphia, Pa. Sur- 
gery 45:204-222, Feb., 1959. 


Coagulation factors in 16 patients were studied and analyzed to explain the syn- 
drome of abnormal bleeding following massive blood replacement. A control 
group of 22 patients who did not bleed and who were similarly treated was also 
analyzed. Thrombocytopenia was a finding common to bleeders and nonbleeders 
alike and was not sufficient to produce hemorrhage. A fibrinogen drop and fibri- 
nolysin titers were common to both groups and were not impressive. .A common 
cause for bleeding was not evident for all cases. The defects exhibited by the 
bleeders embraced all phases of the blood coagulation mechanism. Massive trans- 
fusion was not sufficient to produce the hemorrhagic manifestations observed. 
Massive transfusion was probably entirely or in large part a result of bleeding 
rather than a cause of bleeding. A reconsideration of the term “hemorrhage due 
to massive transfusion’ and a generalized approach to the syndrome of unex- 
plained bleeding in the surgical patient are presented. 18 references. 11 figures. 
4 tables.—Autlior’s abstract. 


1. The Prophylaris and Treatment of Postpartum and Postoperative Ileus with 
Pantothenyl Alcohol. MARTIN L. STONE, SEYMOUR SCHLUSSEL, EUGENE SILBER- 
MANN, AND WALTER L. MERSHEIMER, New York, N. Y. , Am. J. Surg. 97: 
191-194, Feb., 1959. 


Pantothenyl alcohol forms a part of coenzyme A, which is required for normal 
function of the parasympathetic system (acetylation of choline) and thus for 
normal peristalsis. Surgical stress, circulatory disturbances, and infection may 
lower the level of pantothenic acid in the body, thus producing a background for 
ileus. Pantothenic acid does not produce cramping or hyperperistalsis, as is the 
case with cholinesterase inhibitors such as eserine derivatives. A brief review of 
the foreign investigations and the study by the Hahnemann group, as well as the 
current series from the Metropolitan Medical Center is presented. We have found 
in our study (130 obstetrical and surgical cases) that pantothenyl alcohol is fre- 
quently a useful drug in the prevention of postoperative ileus and in its treatment. 
The standard dose was 500 mg. intramuscularly immediately after operation or 
post partum. This dosage was repeated in 2 and 12 hours. In all cases the drug 
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was well tolerated. There was no instance of increase in peristalsis, and there 
were no difliculties in those patients who had intestinal anastomoses. “No untoward 
allergic reactions or other idiosyncrasies were noted. None of the patients ex- 
hibited abdominal pain, nausea, vomiting, or hypotension. 

In the authors’ series, postoperative urinary retention was greatly reduced. 
The catheterization requirements were substantially diminished, and this “fringe 
benefit” contributed to the lessening of patient discomfort and postoperative 
urinary tract infection. Although more investigative clinical work needs to be 
done on this facet of the problem for definitive evaluation, the authors suggest 
that, if postoperative or postpartum urinary retention is anticipated or seen, 
pantothenyl alcohol may be administered safely as a routine without fear of any 
untoward reactions from the drug. 10 references.——Author’s abstract. 


1 personal communication from Dr. Martin L. Stone gives the impression that 
pantothenyl alcohol is more valuable in the postpartum and gynecological cases.) H.¥F. 


NEUROSURGERY 


Bacteriologic Studies and Pressure Recordings in Jejunal Rour-en- Y Seqments 
l sed to Shunt Spinal Fluid in Hydrocephalic Dogs. Lowe... ©. WHITE, JR., 
JOHN E. JESSEPH, AND ARTHUR A. WARD, JR., Seattle, Wash. Ann. Surg. 149: 
508-514, April, 1959. 


As part of a continuing effort to devise effective surgical techniques for the 
treatment of hydrocephalus, the authors undertook a study of the use of Roux-en- 
Y segments of jejunum for drainage of Kaolin-induced hydrocephalus in the dog. 
Early in the experimental series, it became apparent that reflux through the drain- 
age system consistently caused fatal ventriculitis. Further experiments were 
designed to elucidate the bacteriologic and mechanical factors involved in the 
reflux mechanism. It was clearly shown that there is a rapid and marked increase 
in the variety and number of resident organisms with the Roux segment of jejunum, 
which were refluxed into the central nervous system by the normal segmental 
peristaltic activity of the jejunal segment. These studies confirm the notion that 
the normal state of relative sterility of the upper small intestine in man and dog 
is maintained largely by the mechanical washing action of its continually trans- 
mitted content. In general, these studies confirm previous conclusions and raise 
other questions in the physiology of the intestinal tract. 10 references. 2 figures. 
| table. Author's abstract. 


PLASTIC SURGERY 


6. Bovine Embryo Skin Zoografts as Temporary Biologic Dressings for Burns and 
Other Skin Defects. BLAIR O. ROGERS AND JOHN M. CONVERSE, New York, 
N. Y. Plast. & Reconstruct. Surg. 22:471-485, Nov., 1958. 


Bovine embryonic skin obtained from the intact uteri of freshly slaughtered 
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cows Was employed both as a true graft that fixes itself to the host bed in an initial 
take by a re-establishment of its vascularity, and as a temporary biologic dressing 
that serves as a tissue envelope prior to its undergoing autolysis. Fresh bovine 
embryo skin preserved in Ringer's solution at refrigeration temperatures (4 C.), 
and freeze-dried bovine embryo skin have been used as temporary biologic dress- 


ings or as true grafts in treating second and third degree burns, leg ulcers, decubitus 
ulcers, reconstructive defects, and other skin defects created either by surgical or 
traumatic means. The physical presence or survival time of fresh bovine embryo 
skin refrigerated in Ringer's solution at 4 C., when used as a true graft sutured in 
place, compared well with the survival time of freeze-dried cadaver skin homo- 
grafts when the latter were used as dressings that were merely applied to the 
defects without sutures. The total survival time or physical presence of cadaver 
skin homografts, however, was usually somewhat longer. Some preliminary studies 
have suggested that bovine embryo skin grafts may stimulate and possibly ac- 
celerate wound healing in split-thickness skin donor sites and other skin defects. 
All patients treated in these studies were human volunteers. In no patient were 
any grossly apparent foreign body or hypersensitive reactions to the bovine ma- 


terial observed. Grossly there was a surprising lack of any host reaction to the 

graft material, as contrasted to the redness, edema, induration, and so on often F 


seen at the margins of skin homografts in human beings during the first or second 
change of dressings on the fifth and seventh postoperative days. The best survival 
time for true bovine grafts was obtained from 3!.5 to 4 month old embryo skin, this 
skin being easy to handle, pliable, of a moderate thickness, and not too difficult to 
suture into place. Skins of this age are hairless and aesthetically acceptable to the 
patient. Skin obtained from younger embryos is too thin and friable for any 
practicable use. 34 references. 7 figures.— Author's abstract. 


THYROID AND PARATHYROID 


Carcinoma of the Thyroid in Children After X-Ray Therapy in Early Childhood. 
DONALD R. ROONEY AND R. WALDO POWELL, Atlanta, Ga. J.A.M.A. 169:1-4, 
Jan. 3, 1959. 


Carcinoma of the thyroid in children is being diagnosed with increasing frequency. 
Several explanations have been offered to account for this increase. Among these 
is the formerly prevalent use of roentgen therapy for benign conditions such as 
thymic enlargement in infants. Many cases of so-called enlarged thymus will 
disappear when adequate inspiratory chest films are made. The authors are in 
agreement with most pediatricians and radiologists who now believe that the 
thymus seldom, if ever, produces respiratory embarrassment or any other symp- 
toms. Thyroid neoplasia is a rarity following radiation in adults, even when the 
thyroid receives many times the dose used to radiate an infant’s thymus. In 
contrast to adults, 121 cases of thyroid cancer have been reported in children who 
have had previous radiation therapy. The authors present 10 cases of thyroid 
carcinoma in children 17 years old or younger, representing all the recorded cases 
in this age group in Atlanta. Seven of these 10 received previous roentgen therapy. 
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Of 357 children with reported thyroid cancers, approximately one third had re- 
ceived prior radiation therapy to the head, neck, or chest areas for nonmalignant 
conditions. If a carcinogenic mechanism is involved, a decrease in the incidence 
of this neoplasm should be expected in the future, since the practice of irradiating 
benign childhood conditions has been abandoned. Further studies are needed 
before definite conclusions can be reached. Until such studies have been made, 
children should be protected from all ionizing radiation, with few or no exceptions, 
in the treatment of nonmalignant conditions. 11 references. 2 tables. Author's 
abstract. 


Further documentation of the already recognized association between the development 
of cancer and irradiation for benign conditions during childhood is supplied by this 
series. The history of earlier erposure to ionizing radiation in this series of thyroid 
cancers in children is far above what would normally be anticipated on the basis of 
chance alone. Such information should help convince pediatricians and others that the 
use of roentgen therapy in children for benign conditions is not without serious late 
sequelae and should be used only if no other means of therapy are available, and if the 
benign condition itself is serious enough to warrant such aggressive therapy... 


Mason Morfit. 


THORACIC SURGERY 


Pulmonary Resection in the Treatment of Tuberculosis. Experience with 1,730 
Patients. RAYMOND J. BARRETT, HUNTER S. NEAL, J. C. DAY, PAUL T. CHAP- 
MAN, PAUL V. O'ROURKE, E. J. O'BRIEN, AND WILLIAM M. TUTTLE, Detroit, 
Mich. J. Thoracic Surg. 36:803-817, Dee., 1958. 


Prior to November, 19419, 104 pneumonectomies and 98 lobectomies had been 
performed at Herman hiefer Hospital with an operative mortality of 6.9 per cent 
and a late mortality of 5.5 per cent. From November 1, 1949, to December 31, 
1957, an additional 1567 resections were performed upon 1528 patients. The 
present status is known in 91.4 per cent of this group; the operative mortality was 
2.9 per cent and the late mortality was 1.9 per cent. For the year 1957 the opera- 
tive mortality in 297 patients had been reduced to 1.3 per cent. Despite adequate 
chemotherapy 18 per cent of the patients still had positive sputum at the time of 
operation. This 18 per cent accounted for one third of the bronchopleural fistulae, 
one half of the operative deaths, one half of the relapses, and two thirds of the 
spreads. Of the 1567 resections, 100 were pneumonectomies (12 per cent operative 
mortality, 4.0 per cent late mortality), 787 were lobectomies (3.1 per cent operative 
mortality, 1.8 per cent late mortality), 579 were segmental resections (1.7 per cent 
operative mortality, 1.4 per cent late mortality), and LOL were wedge resections 
(0 per cent operative mortality, 2.0 per cent late mortality). The total incidence 
of bronchopleural fistula was 6.2 per cent with a high of 17.8 per cent in positive 
sputum segmental resections and a low of 1.1 per cent in negative sputum wedge 
resections. Relapse occurred in 83 patients or 5 per cent of the series. Of these 
83, 4.8 per cent are dead and 62 per cent still have active disease. Empyema and 


OBSTETRICS & GYNECOLOGY January-march 1960 31 


8. 
Ff 
= 
‘ 


spread, not associated with bronchopleural fistula, occurred in less than | per cent 
of cases. 16 references. 12 tables.—Author’s abstract. 


This is a valuable report of erlensive experience from an expert group. The grave 
influence of drug-resistant organisms emphasizes the need for continuous treatment from 
diagnosis to operation, wilhoul relapses and repeated courses of treatment.—M. M. RB. 


9. Traumatic Rupture of the Bronchus. A Clinical and Experimental Study. 
RICHARD M. PETERS. WILLIAM E. LORING, AND WILLIAM H. SPRUNT, Chapel 
Hill, N.C. Ann. Surg. 148:871-884, Dec., 1958. 


Four dogs with chronic atelectasis of one lung and 4 human patients with trau-. 
matic rupture of the bronchus are described. The dogs all had arterial oxygen 
saturations at nearly normal levels, and angiograms showed very little pulmonary 
artery blood flow to the involved lung. Vinyl injection casts failed to demonstrate 
enlargement of the bronchial system, and pathologic examination disclosed only 
atelectasis with no inflammation. Of the 4 human patients, findings in a teen-age 
boy with chronic atelectasis confirmed those in the dog; in an Ll year old boy with 
chronic atelectasis and repeated infection of the right upper lobe, there was con- 
siderable bronchial collateral circulation present and fibrosis and organizing pneu- 
monia. The 2 other patients were repaired, | immediately after trauma and the 
other one month later. In both, follow-up showed normal function. The mecha- 
nism of injury, which is thought to be due to increased intrabronchial pressure rather 
than a shearing force, was well illustrated by these two cases. It was concluded 
that the repair of the ruptured bronchus leads to normal function, but that the 
ultimate fate of the lung following late repair is uncertain. Demonstration of 
bronchial collateral signifies parenchymal destruction, which contraindicates late 
reconstruction. 18 references. 22 figures. 3 tables.—-Author’s abstract. 


There have now been reporled a number of inslances of lale repair of ruptured 
bronchi with good resultant function. Presence or absence of infection would appear 


lo be the key.—M. M. R. 


10. Cardiac Arrest: Is Surgical Resuscitation Always Warranted? PRANK H. 
CARTER, JR., CHARLES WEICKGENANT, JR., JAMES J. MOSES, AND ROBERT J. 
PRENTISS, San Diego, Calif. J. Urol. 87:209-214, Jan., 1959. 


Twenty-eight patients out of 29 suffering cardiac arrest in four San Diego hos- 
pitals from 1953 to 1957 were studied. Prognostic signs accumulated from the 
onset of illness to the time of arrest were found that provide criteria for predicting 
success or failure of resuscitation. On the basis of these signs, patients were classi- 
fied as: (1) Positive indication for thoracotomy, good prognosis, (2) positive in- 
dication, poor prognosis, and (3) positive contraindication for thoracotomy. Of 
12 patients in the study with a good prognosis, 9 are alive and well, | received no 
resuscitation, | sustained a second arrest, and 1 died of congestive heart failure. 
Twelve patients had a poor prognosis. One had no resuscitation, resuscitation 
failed in 4, 1 died after a second thoracotomy, 5 were decerebrate from | to 177 
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days after resuscitation and died, and | recovered after transient decerebracy. 
Five had definite contraindication to thoracotomy. Thoracotomy was rejected in 
2, 2 died after attempted resuscitation, and 1 has remained decerebrate for three 
years. From this study, the percentile expectancy after thoracotomy is: Dead, 
56.5 per cent; alive and well, 35 per cent; alive with cerebral change, 8.5 per cent; 
vegetative patients, alive or dead, 35 per cent. The outcome in cardiac arrest 
depends upon: (1) Preoperative preparation and selection of patients, (2) pre- 
vention of anesthetic overdose, inadequate respiratory exchange, and undue 
visceral traction, (3) length of the premonitory time and resultant reduced cardiac 
output prior to arrest, (4) severity of coexisting disease, and (5) prompt and de- 
cisive action by the surgical team. All surgeons should become familiar with the 
prevention of cardiac arrest, the indications for it, and the methods of resuscitation. 
However, with this knowledge, 18 per cent of patients suffering cardiac arrest 
should not be subjected to thoracotomy because of poor prognostic signs, which 
are: (1) Away from surgery, (2) prolonged premonitory time and/or time for 
decision greater than four minutes, (3) debilitated or moribund patients, and (4) 
severe coexisting disease that would preclude cardiac massage. 13 references. 
Author's abstract. 


Prompt institution of pulmonary insufflation by intratracheal tube or mouth-to- 
mouth breathing, prompt restoration of circulation by intra- or ertrathoracic methods, 
and subsequent proper support with hypothermia, urea, antibiolics, and mechanical 
respiration may restore useful life lo those in whom cardiac arrest is a sudden and 
unexpected occurrence. One is nol justified in withholding an all-out effort because it 
could be only partially successful. If the effort is nol made with conviction, it is un- 


likely to succeed.—M. M. BR. 


BREAST 


ll. Tolerance of Skin Grafts lo Radiation: A Study of Postmasteclomy Irradiated 
Grafls. BR. W. CRAM, C. H. WEDER, AND T. A. WATSON, Saskatchewan, Canada. 
Ann. Surg. 149:65-67, Jan., 1959. 


Fifteen patients who had radical mastectomy requiring skin grafting and roentgen 
therapy through all or part of the grafts were studied. Thickness of the grafts 
was about 12/1000 of an inch except for one full thickness graft. Radiation usually 
involved only about the upper one third of the 3 by 6 inch graft. Two grafts, one 
2 by 2 inches full thickness, and one 4 by 8 inches partial thickness were fully 
radiated. Treatment was begun as early as the fourth day. The radiation tech- 
nique was as follows: The axilla and supraclavicular regions were treated with 
parallel opposing fields of between 20 by LO cm. and 15 by 10 em., over a three 
week period, using the Co® telecurie therapy at 80 cm. S.S.D., the dose midway 
between the fields, was 4000 to 4400 roentgens, usually 4200, and the maximum 
skin dose varied from 4200 to 4900 roentgens. The parasternal irradiation con- 
sisted of daily exposures by a single field 15 by 6 cm. over a three week period; the 
skin dose in all cases was 4200 roentgens. The factors were 280 kilovolts, a half 


OBSTETRICS & GYNECOLOGY January-march 1960 


- 

. 

4 

4 at 

x 

Te 

| 
‘ | 

= 
= 

au 

| 


value layer of 2.5 mm. of copper, and an F.S.D. of 50 cm. In | patient the whole 
chest wall, including a 4 by 6 inch graft, and the axilla and supraclavicular areas 
were irradiated using the quadrate technique because of the extent of disease dis- 
closed at operation. The minimum tumor dose was 4200 roentgens. Treatments 
were carried out daily over a five week period, the factors being 280 kilovolts and 
a half value layer of 2.5 mm. of copper. There was no failure of radiated grafts 
to survive. Skin reaction in treated grafts was much the same as in adjacent skin. 
The radiated portion of the grafts was slightly thinner than the nonradiated portion 
and remained more adherent to underlying tissues for a longer period. There was 
no late necrosis in radiated grafts, the longest follow up being 4 years. 2 figures. 
Author's abstract. 


Reaction to irradiation is characterislically a delayed response. It is not altogether 
surprising, therefore, that the grafts reported here should have survived, since their new 
circulation and nourishment from the host area had ample time to become well estab- 
lished before the potentially deleterious effect of irradiation began to operate.—P. B. P. 


ABDOMINAL SURGERY—HERNIA 


12. Inguinal and Femoral Hernioplasty, Results Following Bassini and McVay 


Repairs. JORGEN LUND AND JOHN LINDENBERG, Copenhagen, Denmark. Acta 
chir. Seandinay. 115:362-373, 1958. 


The present study was designed to compare the early recurrence rate following 
the Bassini and the McVay techniques of repairing inguinofemoral hernias. A 
review of the literature shows a high recurrence rate following Bassini repairs, 
particularly in direct inguinal hernias. The authors feel that the main causes of 
failure following the Bassini operation are imperfect closure of the internal ring 
and improper reconstruction of the posterior inguinal wall. Two groups of pa- 
tients are compared: an earlier series of 244 cases in which a classical Bassini 
technique was used and a later series of 364 cases with McVay repairs. It is 
demonstrated that the two groups are comparable. At the follow-up each patient 
was personally examined, and any bulging, however slight, in the region was inter- 
preted as a recurrence. As the average follow-up period was longer in the Bassini 
group (operated on before 1954), the authors only compared the numbers of re- 
currences within the minimum follow-up period in both groups, i.e., the first year 
after operation. Results of a 95 per cent follow-up of each group are as follows: 
The over-all recurrence rate within the first year was 2.9 per cent in the McVay 
series and 12.6 per cent in the Bassini group. For indirect hernias the percentages 
were 0.9 (McVay) and 10.2 (Bassini). The recurrence rates for direct hernias 
were rather high: 7.1 per cent (McVay) and 17.1 per cent (Bassini). Of 42 femoral 
hernias operated on with the McVay technique. 2 recurred within the first two 
years. Seven recurrences after McVay repairs, reoperated on by the authors, were 
all localized at the internal ring. They were caused either by erroneous placing of 
sutures in Poupart’s ligament or by not carrying the repair far enough laterally, 
anterior to the femoral vessels. It is concluded that, if technical mistakes are 
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avoided, a very low recurrence rate will be obtained with the McVay operation in 
all types of inguinofemoral hernias. 83 references. 4 figures. 4 tables.—Author’s 
abstract. 


The Bassini principle of preservation of the oblique canal with the rings in their 
normal position is still a desirable feature of surgery for inguinal hernia. The other 
features of any repair usually should utilize methods other than those of the Bassini 
operation.-C. J. B. 


—STOMACH AND DUODENUM 


13. A New Technique of Pyloroplasty. DANIEL. M. MOSCHEL, BENEDICT R. WALSKE, 
AND FRANCIS NEUMAYER, Lincoln, Neb. Surgery 44:813-816, Nov., 1958. 


The authors describe a new technique of pyloroplasty. The technique is essen- 
tially a modification of the Y procedure used for stricture of the ureteropelvic 
junction. [It varies only in that the upper part of the Y takes the shape of a U to 
assure adequate vascularity at the most distal portion of the gastric flap. The 
technique effectively increases the diameter of the pylorus over that of the duo- 
denum by interposing a U-shaped flap of gastric antrum that widely separates the 
divided pyloric ring. The U-shaped flap is tailored to fit the need and is made just 
proximal to the pyloric ring. The incision through the pyloric ring is continued 
caudally into the duodenum for a distance equal to the length of the gastric flap. 
The pyloroplasty is accomplished using a single row of nonabsorbable gastroin- 
testinal sutures, and a small flap of omentum is sutured over the suture line for 
greater security. 3 references. 2 figures. 1 table.—Author’s abstract. 


This method for pyloroplasty would appear to be particularly useful in the presence 
of narrowing and stenosis just distal lo the pyloric ring. The eract technique is well 
illustrated in the original arlicle.—J. 


14. The Billroth I and Billroth II Reconstructions. A Clinical Comparison of 
Results of the Two Methods. 3. LYNWOOD HERRINGTON, JR., Nashville, Tenn. 
Surgery 44:1040-1053, Dec., 1958. 


A recent clinical evaluation consisting of two groups of patients with benign 
gastric and duodenal ulcer disease was undertaken. One group consisted of L107 
patients who underwent Billroth | reconstruction and another group comprised 
209 patients undergoing Billroth I] reconstruction. Each patient in both groups 
with duodenal ulcer underwent bilateral subdiaphragmatic vagotomy in addition 
to 40 to 50 per cent distal gastrectomy. The resections in the patients with gastric 
ulcer varied in extent from 50 to 90 per cent. The postoperative complications of 
significance were approximately equal in each group of patients. An assessment 
of the postoperative weight status showed that only 6.7 per cent of the patients 


undergoing a Billroth I reconstruction had lost weight since undergoing surgery, 
whereas in the Billroth I] group 15.5 per cent of the patients lost weight following 
operation. The weight loss in the Billroth I patients was never excessive, but 
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there were several patients in the Billroth IT group who lost up to 50 Ib. of weight. 
Anemia was an infrequent occurrence in both groups of patients. Symptoms of 
the dumping syndrome were noted in 23 per cent of the Billroth I patients but in 
37 per cent of the Billroth Il patients. Further studies showed that the dumping 
in the Billroth I series was usually of slight to moderate degree and in many in- 
stances disappeared with the passage of time. However, in the Billroth II group, 
there were several instances of dumping that were severe, and two patients were 
converted from a Billrcth II to a Billroth I reconstruction. There was one instance 
of recurrent ulceration in the Billroth I group. This took place in an elderly patient 
who originally underwent distal gastrectomy and vagotomy for duodenal ulcer. 
At present, it has not been completely determined whether she had a complete 
vagotomy at the original operation. In the Billroth Il group there has been no 
instance of a suspected or a proven recurrence over a follow-up extending from | 
to LL years in patients subjected to 40 to 50 per cent gastrectomy plus vagotomy. 

Tabulation of the clinical results among both groups shows that in the Billroth 
I series 76 per cent of the patients obtained an excellent result from surgery, 16 
per cent a good clinical result, 6 per cent a fair result, and 2 per cent a poor result. 
In the Billroth Il group, 64 per cent of the patients obtained an excellent result, 
26 per cent a good result, 7 per cent a fair result, and 3 per cent a poor result. 
From the author's experience, it is felt that a vagotomy and antral resection is 
the preferred treatment for duodenal ulcer. A Billroth I reconstruction is pre- 
ferred whenever technical considerations permit. It is particularly ideal in the 
patient who is below ideal weight prior to surgery. It is likewise the preferred 
method for all female patients. In the large, obese patient, or in the patient with 
a densely adherent posterior penetrating ulcer that cannot be safely or completely 
removed, the Billroth IL reconstruction is preferred. 19 references. 4 figures. 
4 tables.—Author’s abstract. 


This careful clinical study lends further support lo the use of the Billroth I operation 
whenever it would appear to be anatomically prudent. Resection of the antrum plus 
ragolomy would nol appear to resull in overwhelmingly betler nutrition than three- 
fourths resection without vagotomy since the severe dumpers (gastric cripples) in the 
author's group make up the same percentage as observed in a sludy by Custer et al al 
the Mayo Clinic 15 years ago.—J. M. W. 


15. The Late Development of Gastric Cancer After Gastroenterostomy and Gastrec- 
lomy for Peplic Ulcer and Benign Pyloric Stenosis. GEORGE T. PACK AND 
ROBERT L. BANNER, New York, \N. Y. Surgery 44:1024—-1033, Dec., 1958. 


Less than 2 per cent of patients with gastric cancer at the Memorial Cancer 
Center had previous gastroenterostomy or subtotal gastrectomy for ulcer. In a 
group of 19 patients, an average elapsed time of 13 years existed between the per- 
formance of the gastrojejunostomy and the development of the cancer. Fifteen 
of the patients had gastroenterostomies, 4 had subtotal gastrectomies for duodenal 
ulcer (16 cases), gastric ulcer (2), and primary reticulum cell sarcoma (1). In 13 
of the 19 patients the cancer compromised or developed at the site of the stoma. 
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The question naturally arises whether the constant immersion of gastric mucosa 
in bile could be an etiologic factor. Marginal ulcers characteristically develop on 
the jejunal side of the stoma and cancers on the gastric side. The diagnosis is 
usually delayed because of the presumption of a benign disease, i.e., recurrence of 
ulcer. Roentgenographic diagnosis is difficult and incorrect in 50 per cent of early 
marginal cancers unless studied in the Tredelenburg position. Marginal ulcers 
seldom develop later than three years after a gastroenterostomy. Metaplastic 
mucosal changes, usually of the intestinal type and in one instance of an epidermoid 
type, occurred in 26 per cent of these patients, usually adjacent to the gastro- 
enterostomy stoma. Only 7 of the 19 cancers were operable, all by total gastree- 
tomy. One transthoracic vagotomy was done by mistake, based on the presump- 
tive diagnosis of benign stomal ulcer. Only 3 of the 7 patients are living and well, 
for eight, three, and two years respectively. 39 references. 5 figures. 1 table. 
Author’s abstract. 


The authors have pointed oul: (1) The difficulty in accurate diagnosis, (2) the fact 
that the carcinoma is almost always ertensive, and (3) the fact that the results of treat- 
ment are disappoinling.—J. M. W. 


16. Symplomatic Hiatus Hernia. F. HOFFMAN, KENNETH CRUZE, AND 
FRANCIS BYRON, Los Angeles, Calif. J.A.M.A. 169:119-123, Jan. 10, 1959. 


Herniations through the esophageal hiatus of the diaphragm often give rise to 
elusive symptoms that are common to many other abdominal disorders; they 
sometimes also lead to peptic esophagitis, severe hemorrhages, and strictures. 
The authors recommend that medical management be tried first but that operation 
be performed if such management fails to relieve symptoms. Of 65 patients who 
underwent surgery for symptomatic hiatus hernia, 45 had complained of pain that 
was poorly localized but commonly described as a sensation of fullness, bloating, 
or pressure. Esophagoscopy was carried out in 48 patients, and the findings were 
reported normal in 22. Surgical repair can be done by either the thoracic or the 
abdominal route. The essential aim is to bring the gastroesophageal junction back 
into position below the diaphragm and to keep it there. ‘The hernial sac must be 
destroyed without injury to the spincteral mechanism about the cardia. This 
depends upon a thorough understanding of the functions of the crura of the dia- 
phragm, the muscularis mucosae and musclaris externa of the stomach, various 
parts of the endoabdominal fascia, and the left gastric artery in maintaining the 
usual position of the cardia. Close attention to detail is mandatory. The patients 
of this series were followed for periods of time from:six months to seven years, and 
59 of the 65 became and remained free from symptoms after operation. 11 refer- 
ences. 2 figures.—Author’s abstract. 


It is well lo emphasize the confusing symptom complex that may resull from herni- 
alion of the stomach through the esophageal hiatus of the diaphragm and also the ne- 
cessily of ruling oul other upper abdominal disorders by careful exploration before 
assuming thal the symploms are a resull of such a hernia.—J. M. W. 
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Blood Ammonia Concentration and Bromsulfalein Retention in U pper Gastro- 
intestinal Hemorrhage. GERALD A. BELKIN AND HAROLD 0. CONN, New Haven, 
Conn. New England J. Med. 260:530-534, March 12, 1959. 


Blood ammonia and bromsulfalein determinations were performed in 96 patients 
with hemorrhage from the upper gastrointestinal tract. The blood ammonia was 
normal in 57 of 60 noncirrhotic patients. The elevated levels in two of the three 
exceptions were attributed to almost complete replacement of the liver by meta- 
static adenocarcinoma in | patient and to congestive failure with chronic passive 
congestion in the other. Twenty-six of the 36 patients with cirrhosis had elevated 
blood ammonia concentrations. Six of the 0 cirrhotic patients in whom normal 
ammonia levels were obtained had received broad-spectrum antibiotics. 

Bromsulfalein retention was elevated (greater than 15 per cent) in 34 of the 36 
cirrhotic patients, but it was also increased in 15 of the 60 noncirrhotics. The 
finding of both blood ammonia and bromsulfalein elevation was practically diag- 
nostic of cirrhosis, and the finding of normal ammonia and bromsulfalein values 
practically excluded this diagnosis. These tests were of little diagnostic value, 
however, if only one or the other was abnormal. Although the finding of an in- 
creased blood ammonia concentration strongly suggests the diagnosis of cirrhosis 
(in the absence of other severe liver damage), a normal ammonia level must be 
more cautiously interpreted. Antibiotic therapy (which may suppress enteric 
ammonia production), extent of the hemorrhage, and pretreatment with glutamate 
or arginine may all influence the blood ammonia level. In cirrhotic patients the 
rise in blood ammonia was equally great whether the bleeding occurred from 
esophageal varices or from other sites in the upper gastrointestinal tract. 23 
references. 2 figures. 3 tables.— Author's abstract. 


These conclusions are significant and can be of real help in determining the likeli- 
hood of cirrhosis in the patient with gastrointestinal hemorrhage.—J. M. W. 


—INTESTINES 


18.  Hirschsprung’s Disease: Nine ) ears’ Experience al the Hospital for Sick Chil- 
dren, Toronto. BERNARD LANGER AND STUART THOMSON, Toronto, Canada. 
Canad. J. Surg. 2:123-130, Jan., 1959. 


\ total number of 58 cases were seen from 1949 through to 1958. In an addi- 
tional 6 cases, when the pull-through operation was performed the specimen con- 
tained ganglion cells; therefore these have not been included. ‘The diagnosis was 
verified in most cases pathologically, though in a few it was based on clinical and 


roentgenographic findings. The age range was one day to six years; one third of 
all the cases presented in the first week of life and one half by the end of the first 
month of life. The correct diagnosis was difficult to make in the first week of life 
and was only 25 per cent accurate in this series. There was an over-all mortality 
of 37 per cent (20 cases), but only 8 were postoperative deaths. Recognition of 
infantile Hirschsprung’s disease is paramount. A rectal biopsy must be done 
before a valid diagnosis can be made. This biopsy is obtained through a posterior 
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approach. The patient is then carried along with a colostomy until more than one 
year of age. The pull-through operation is then performed. 24 references. 5 
tables. — Author's abstract. 


Dependable frozen section diagnosis is nol generally available, and the method 
indicated above must then be used.—C. J. B. 


19. The Management of Massive Hemorrhage from Diverticular Disease of the Colon. 
CHARLES M. EARLEY, JR., Richmond, Va. Surg., Gynec. & Obst. 108 :49-60, 
Jan., 1959. 


\ series of 23 patients with massive bleeding from diverticular disease of the 
colon treated at the Medical College of Virginia Hospitals during a recent period 
of 515 years is presented. The series represented 4.5 per cent of those diagnosed 
as having diverticulosis. Diverticular hemorrhage has gained increased recognition 
as a cause of massive rectal bleeding, but it is stressed that other possible causes 
for such bleeding must be excluded. Diagnostic criteria for hemorrhagic colonic 
diverticulosis include bright or dark red rectal bleeding; normal blood coagulabil- 
ity; normal stomach and small intestine to roentgenographic study; and sigmoid- 
oscopy, barium enema, and air contrast studies showing diverticula with other 
potential bleeding lesions being excluded. Conservative management is sufficient 
for most cases. Seven of the 23 patients presented had to undergo surgery to 
control hemorrhage. The operations performed were four subtotal colectomies, 
two sigmoid colectomies, and one right colectomy. Five of these patients re- 
covered. The mortality rate, combined with the 24 similar cases culled from the 
literature, for such surgery has been 29 per cent. At operation, once it has been 
established that the diverticula are the probable cause of the bleeding, it is nec- 
essary to resect all of the colon that bears diverticula unless the actual bleeding 
point can be demonstrated. A Mikulicz resection is advised for the patient in 
precarious condition; otherwise, a primary anastomosis is advocated. In a bleed- 
ing patient too ill to tolerate resection, proximal ileostomy or colostomy may be 
helpful, although there is no certainty that this will be successful. 32 references. 
5 figures. 1 table.—Author’s abstract. 


Serious diverticular bleeding from levels orad to the descending colon must be ez- 
ceedingly rare. Left hemicolectomy should nearly always be adequate when no other 
cause can be found.—C. J. B. 


—LIVER AND BILIARY TRACT 


20. The Use of Intravenous Pituitrin in Treatment of Bleeding Esophageal Varices. 
SEYMOUR I. SCHWARTZ, HAROLD W. BALES, GEORGE L. EMERSON, AND EARLE B. 
MAHONEY, Rochester, N. Y. Surgery 45:72-80, Jan., 1959. 


Intravenous Pituitrin affords an effective adjunct in the treatment of bleeding 
esophageal varices by reducing the portal pressure. Its use in the control of 
acute bleeding episodes has been evaluated in 10 patients. The results have been 
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sufficiently impressive to prompt the routine use of Pituitrin either as a replace-— 
ment for, or in conjunction with, Sengstaken balloon tamponade to control the 
esophageal bleeding. No untoward reactions could be attributed to the use of the 
drug. The direct effect of Pituitrin has been demonstrated by a marked diminution 
in the bleeding from varices observed during transesophageal ligation. Also 
manometric studies of its effect on portal pressure were performed during surgery 
prior to and after the establishment of a portacaval shunt. Intravenous Pituitrin 
resulted in a significant depression of portal pressure in 7 of 8 patients studied. 
There was little alteration in systemic arterial and venous pressure. The pressure 
reduction effected by Pituitrin was compared with the pressure in the portal vein 
subsequent to the establishment of the shunt. The pharmacology of Pituitrin is 
discussed, and a suggested regimen for its use is outlined. 37 references. 3 figures. 
1 table.—Author’s abstract. 


It is to be hoped that others will use this method of reducing portal pressure. Pituitrin 
should be used with considerable care if al all in patients with either coronary artery 
disease or cardiac decompensalion.—William D. Holden. 


21. Diagnostic Value of Intravenous Cholangiography During Acule Cholecystitis 
and Acuie Pancrealilis. HENRY C. JOHNSON, JR., B. DONALD MINOR, JACK A. 
THOMPSON, AND H. STEPHEN WEENS, Atlanta, Georgia. New England J. Med. 
260:158-161, Jan. 22, 1959. 


The introduction of iodipamide in 1953 has made available an intravenous con- 
trast media excreted by the liver directly into the biliary duct system in sufficient 
concentration to be visible on roentgenograms regardless of gall bladder function. 
Based on cystic duct obstruction as the fundamental pathogenetic factor in acute 
cholecystitis, it has been proposed, and previous isolated case reports have tended 
to confirm, that opacification of the duct system with failure of gall bladder opaci- 
fication constitutes reliable evidence of cystic duct obstruction. The authors have 
performed emergency intravenous cholangiography over a 34% year period on a 
large group of patients suspected clinically of having either acute cholecystitis or 
acute pancreatitis and followed all patients to a final diagnosis. In 44 patients 
with surgically and histologically proved acute cholecystitis and 25 patients with 
well-documented acute pancreatitis, the following conclusions were reached: In- 
travenous cholangiography affords a reliable, safe, and rapid method of demon- 
strating the presence or absence of cystic duct obstruction, allowing confirmation 
or exclusion of a suspected clinical diagnosis of acute cholecystitis. In approxi- 
mately 50 per cent of all acutely ill, dehydrated patients, intravenous cholangiog- 
raphy will prove of no diagnostic value owing to absence of visible hepatic ex- 
cretion. However, if opacification of the duct system occurred, it was possible to 
determine presence or absence of cystic duct obstruction by means of serial roent- 
genograms for gall bladder opacification over the subsequent one to four hours. 
Certain potential technical and clinical pitfalls are discussed, the avoidance of 
which has eliminated false positive and false negative results in the authors’ series. 
It is suggested that routine intravenous cholangiography as an emergency pro- 
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cedure preoperatively in patients suspected of having acute cholecystitis will sub- 
stantially reduce diagnostic errors in this disease. 7 references. | figure. 1 table. 
—Author’s abstract. 


This type of eramination could be useful as an adjuvant lechnique for the differential 
diagnosis of acule upper abdominal lesions. 1 hope it will nol further replace a careful 
history and physical eraminalion.— William D. Holden. 
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Diagnosis and Treatment of Congenital Bladder-Neck Obstruction in Children. 
GUY W. LEADBETTER, JR., AND WYLAND F. LEADBETTER, Boston, Mass. New 
England J. Med. 260:633-637, March 26, 1959. 


Congenital bladder neck obstruction is a common and potentially serious pedi- 
atric and urological problem. Unrecognized and untreated vesical neck obstruc- 
tion may lead to upper urinary tract changes, and ultimately to progressive renal 
destruction and death. Symptoms and signs of bladder neck obstruction include 
eneuresis, small or intermittent urinary ‘stream, hematuria, pyuria, residual urine, 
and fever due to pyelonephritis. This entity must be suspected early and a sys- 
tematic urologic evaluation undertaken, including routine studies of blood and urine, 
blood urea nitrogen, residual urine, intravenous pyelogram, delayed and voiding 
cystourethrogram, cystometrogram, and cystoscopy and penendoscopy under an- 
esthesia. These studies usually suffice to clarify the problem and allow a planned 
therapeutic effort. 

When vesical neck obstruction is present, the authors advocate an open retro- 
pubic vesical neck repair, similar to that described by Bradford Young. The 
technique is presented in detail and accompanied by illustrations. The authors 
advocate complete removal of all fibromuscular tissue at the bladder neck—not 
simply a posterior wedge—and suturing of the edge of bladder mucosa over the 
excised bladder neck area to promote rapid epithelialization and to minimize 
future contracture. A detailed discussion of the value and interpretation of residual 
urine, intravenous pyelogram, cystourethrogram, cystometrogram, and cystoscopy 
and penendoscopy is given. A case report is cited to illustrate the value of a sys- 
tematic urologic evaluation and planned therapy. 6 references. 7 figures.— 
Author's abstract. 


GYNECOLOGIC SURGERY 


23. Pelvic Exenteration for Carcinoma of the Cervir; Clinicopathological Study of 


Sirly Operations. , THOMAS F. SILVA, GILBERT H. FRIEDELL, AND LANGDON 
paRSoNS, Boston, Mass. New England J. Med. 260:519-525, March 12, 1959. 


A clinicopathological study has been done on 60 cases of advanced carcinoma of 
the cervix treated by one of the exenteration procedures at the Massachusetts 
Memorial Hospital. All available pathological material was reviewed without 
knowledge of the outcome of the cases, and an effort was then made to correlate 
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the histelegical {ndings in the surgical specimens with the preoperative and post- 
operative clinical features. Thirty-seven total, 21 anterior, and 2 posterior ex- 
enterations were done in the years 1949 through 1958. The most signif‘cant 
pathologic {nding was the observation that, despite the widespread extension of 
cervical cancer to the adjacent pelvic tissue and organs, the regional lymph nodes 
were free of tumor in approximately 35 per cent of the cases. A most striking cor- 
relation was noted between the presence of metastatic cancer in the nodes and 
patient survival. None of the 26 patients with one or more positive nodes survived 
for five years after the operation, although 2 are alive and well more than three 
years after. In contrast is the group of 30 cases with cancer present in the opera- 
tive specimen but not in the nodes. Five or more years after operation, 7 of these 
13 patients have survived and are free of disease. The correlation of survival with 
lymphatic or blood-vessel invasion (or both) in the cervix and paracervical tissue 
was less striking, but the data suggest that these histologic findings may be of 
some use in evaluating the biologic stage of the disease and hence offer a more 
accurate prognosis in the individual case. 16 references. 4 figures. 6 tables. 

Author's abstract. 


This study confirms the impression that prognosis depends, lo some erlent, upon 
biologie variables in these tumors. The tendency loward early regional lymph node 
involvement is clearly one of the most important of these variables. A. B. 


MISCELLANEOUS 


24. Studies on the Mechanism of Death in Pulmonary Microembolism. DAN B. 
MOORE, RALPH J. GRAFF, STANLEY LANG, AND MORTON D. PAREIRA, St. Louis, 
Mo. Surg., Gynec. & Obst. 107 :615-622, Nov., 1958. 


The possible existence of reflex pulmonary vasospasm as a contributing cause 
in the death resulting from pulmonary microembolization was investigated in a 
study utilizing 30 dogs. All animals were subjected to multiple embolism of a 
barium suspension, and pulmonary artery pressures were measured by cannulating 
the pulmonary artery through a thoracotomy incision. It was demonstrated that 
emboli, when localized to one lobe, did not produce a generalized increase in 


pulmonary pressure. Inasmuch as other authors have deduced the presence of 


vasospasm by demonstrating a protective influence by ganglionic blocking agents, 
this aspect was investigated also. It was demonstrated that these agents con- 
ferred their protection not by blocking any reflex vasospasm but rather by simply 
dilating the arterioles and allowing the emboli to pass into the much larger capillary 
bed. It was concluded that the barium microemboli increase pulmonary pressure 
solely by mechanical block. No vasospasm was demonstrated. 8 references. 
7 figures. 2 tables.—Author’s abstract. 


This is an interesting observation. Of course, the conditions in animals may vary 
from those in human beings. I understand that most authorities agree that vasospasm 
frequently is responsible for pulmonary embolism.—J. H. F. 
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BOOK REVIEWS 


Textbook of Surgery, ed. 3. FRED MOSELEY, editor. St. Louis. C. \. Mosby Co., 
1959. 1336 pp. 846 illus. $17.00. 


The third edition of the Tertbook of Surgery is useful to both medical students 
and graduate students of the medical sciences. It is extremely well written and 
readable throughout. Aside from the obvious disadvantage of a text as compre- 
hensive as this being written and edited by the faculty of one school, the material 
presented is completely integrated. An excellent bibliography and motion picture 
reference file appears at the end of each section. The 738 black and white photo- 
graphs are all pertinent to the text and represent careful selection of material and 
superb reproduction. The 108 beautiful color prints, medical paintings of F. 
Netter, are well known and represent a valuable addition to the text.—John Kk. 
Stevenson. 


Groves’ Synopsis of Surgery. sin cect. WAkeLeY. Baltimore, Md. Williams & 
Wilkins, 1958. 650 pp. 203 illus. $8.50. 


This is a well-organized synopsis of the salient facts in surgical practice. In- 
corporated are many of the recent developments that have occurred since the 
last edition, four years ago. The material is presented in a concise, orderly out- 
line form. The emphasis is on the diagnosis and treatment of surgical conditions. 
Only the main operative points are presented, and the anatomical and pathological 
points are discussed only as they are essential to the understanding of the clinical 
signs and operative procedures. The illustrations, in general, are quite instructive. 
This volume should serve as a valuable aid in retaining the basic knowledge that 
the student or practicing physician has acquired in more comprehensive text- 
books and other surgical literature.--Cloyde L. Fausnaugh. 


Electrolyte Changes in Surgery. KATHLEEN E. ROBERTS, PARKER VANAMEE, AND J. 
WILLIAM POPPEL. Springfield, Ill. Charles C Thomas, 1958. 113 pp. 28 illus. 
$4.50. 


This is another monograph in the American Lecture Series edited by Robert F. 
Pitts. It is simply and concisely written and covers a large number of electrolyte 
problems of practical importance to the surgeon. Although the book was written 
as a primer for the clinician, a few of its sections involve enough technical detail 
and background knowledge to require rather intensive study. It is divided into 
six sections including common problems encountered in the preoperative and 
postoperative period in the average surgical patient as well as sections on more 
complicated electrolyte problems. Considerable space is devoted to the problems 
of respiratory and metabolic acidosis and alkalosis. Physiology of the dumping 
syndrome and the problems involved in hepatic failure and renal disease are sum- 
marized. The book is useful and instructive for the medical student as well as 
the practicing surgeon.— David H. Dillard. 
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OBSTETRICS AND GYNECOLOGY 


The Treatment of Emotional Disorders in 
Obstetrics and Gynecology with Thioridazine 


John C. Brougher, M.D. 


VANCOUVER, WASHINGTON 


Research in the field of ataraxics continues at a rapid pace in an effort to find 
agents that are not only clinically effective but that have a selective action and a 
minimum of side effects. The increasing number of ataraxics advertised to the 
medical profession presents a confusing picture, and it therefore behooves the phy- 
sician to select adrug that has been carefully studied pharmacologically and clinically. 

In the practice of obstetrics and gynecology, many patients complain of different 
somatic conditions where emotional stress is a complicating factor. If these are 
adequately treated, a calm outlook is experienced. 

This report is concerned with a new phenothiazine, thioridazine, chemically 
described as 2-methylmercapto-10-[2-(N-methyl-2-piperidy ethyl} phenothiazine 
hydrochloride.* 

Taeschler and Cerletti'! studied the inhibition of emotional stress reaction in 
laboratory animals (emotional defecation) and observed that this was obtained 
with lower doses of thioridazine than of chlorpromazine and other phenothiazines. 
These workers also found that thioridazine has adrenergic blocking properties, is 
anticholinergic, lacks cataleptic effect, possesses minimal antiemetic effect, has low 
hypothermic activity, and causes inhibition of amphetamine-induced motor stimu- 
lation. The presence of a thiomethyl radical (S-CH;) in position 2, conventionally 
occupied by a halogen, is unique and could be responsible for the relative absence 
of side effects and greater specificity of psychotherapeutic action. 

Haley et al? demonstrated in cats that thioridazine has potent adrenergic effect 
and weak antihistaminic activity. Swinyard et al* reported the neuropharmacologic 
aspects in mice and rats and found that it does reduce amphetamine toxicity, blocks 
a conditioned escape response in rats, and reduces spontaneous motor activity and 
low-frequency electroshock seizure thresholds in mice. Fleeson et al‘ reported their 
results with thioridazine compared to another phenothiazine and placebos. They 
found that thioridazine in doses of 75 mg. daily for ambulatory psychoneurotics 
was effective in most of them with a very low incidence of side effects. 


* The trade name of Sandoz Pharmaceuticals for thioridazine is Mellaril. 
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Remy® used thioridazine in schizophrenia, agitation or anxiety reactions, and 
with psychopaths. Seventy-eight per cent experienced an over-all improvement 
without serious side effects. Cohen,® Clark,’ Kinross-Wright,* Freed,’ and Hol- 
lister'’ reported excellent therapeutic response to thioridazine, and, significantly, 
no cases of extrapyramidal symptoms or true cases of parkinsonism, blood dyscrasia, 
or liver damage were observed. Judah et al'! reported their results with thioridazine 
in geriatric-psychiatric patients and found that it was superior to other pheno- 
thiazines employed. There were 3 cases of Parkinson-like symptoms, which pre- 
sented no difficulty. Azima et al'? were particularly impressed with the absence 
of side effects with thioridazine. 


METHODS AND MATERIALS 


A double-blind study was carried out in our clinic with 100 gynecologic and 
obstetric patients with a variety of emotional disturbances associated with child- 
birth and the menopause. Of these, 75 patients ranging in age from 16 to 58 years 
were treated with thioridazine (group 1), and 25 unselected patients were treated 
with placebo tablets (group 2). 

Complications of the patients in group 1 included 20 cases of anxiety tension state, 
2 of migraine, 4 of spastic colitis, 12 of nervousness associated with the menopause, 
4 of postpartum anxiety tension state, 2 of premenstrual tension, 21 of pregnancy, 
1 of polycystic ovary, 4 of menorrhagia, 2 of frigidity, 1 of miscarriage, 1 of endo- 
metriosis, and 1 of infertility. These patients complained of nervousness, bloating, 
headache, insomnia, tension, fatigue, and other nervous manifestations (see table I). 


Each patient was placed on thioridazine therapy, 10 mg. two to four times a day, 
and was instructed to record her results and report back to the office periodically 
for observation. The duration of therapy in group 1 was from two weeks to four 
months. 


RESULTS 


The results in group 1 are recorded in table I. It will be observed that 42 patients 
in group 1 had an excellent response, 26 good, 4 fair, and 3 poor. Results in the 
25 patients in group 2 were compared with those in group 1 over a period of four 
weeks; 2 patients in this group had a fair response and 23 had no change in symp- 
toms while taking the placebo. When the patients in group 2 were taken off placebo 
and given thioridazine, 15 had excellent results, 8 good, and 2 fair. There were no 
side reactions other than a transient drowsiness in 3 patients in group 1. 


CASE REPORTS 


Case 1. Mrs. E., age 30, complained of nervousness and dizziness and felt ‘‘ready for a straight jacket.” 
She was bleeding and had passed tissue in the 24 hours before she came to the clinic. Physical examination 
revealed that she was very tense and apparently about six weeks pregnant, with evidence of threatened 
miscarriage. Ten mg. of thioridazine three times a day helped her control her emotions during the period 
of miscarriage, which was uneventful and completed without a curettage. Three months later, she re- 
turned with a complaint of premenstrual tension and nausea. The same dosage of thioridazine again 
gave her release from her tension. 
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TABLE | 


Results in 75 Patients with Emotional Disturbances Treated with Thioridazine 


Results 


Number Dosage, 
Diagnosis of cases Symptoms mg. daily Excellent Good Fair Poor 


Anxiety tension Nervous, weak, tired, faint : 
state 20 feeling, dizzy 30 10 6 2 2 
} Migraine 2 Headache, vertigo 20 -- 2 — — 
Spastic colitis 4 Abdominal discomfort and 
bloating, tired, tense 40 3 1 — — 
Menopause 12 Nervousness 30 7 5 
Postpartum tension 4 Insomnia and nervousness 30 3 1 _ on 
Premenstrual Nervousness, depression, 
tension F headache, irritable 30 2 - — - 
R Pregnancy 21 Nervous and irritable 40 12 6 2 1 
Polycystic ovary 1 Tense, nervous 30 l - - — 
Menorrhagia a Melancholy, headache, 
fatigue 30 3 1 — 
Frigidity 2 Depressed 30 - 2 — 
Miscarriage 1 Fatigue, nervousness 40 1 — _ —_ 
Endometriosis 1 Irritable, tense 30 - 
Infertility 1 Tension 30 1 


Total 


Case2. Mrs. S., age 48, had been in menopause with no menstrual periods for six months. She came 
in complaining of irritability, fatigue, and frigidity. Forty mg. of thioridazine daily helped her gain 
control of her disturbed emotions, and she felt much better. 

Case 3. Mrs. J., age 33, six weeks post partum, came in for her examination and complained of being 
tired, nervous, irritable, cranky with the children, and felt that her husband lacked sympathy and under- 
standing. Her physical examination was negative, and her blood count was good. The cause of her tension 
was explained to her, and 30 mg. of thioridazine daily was prescribed with the explanation that such 
medicine is helpful in times of stress but should only be used when other means fail to obtain release. The 
importance of rest, recreation, and the cultivation of proper mental attitudes was discussed. The medi- 
cine gave her considerable relief from her anxiety and nervousness. 

Case 4. Mrs. S., age 47, was the mother of 4 children. She came in complaining of dizzy spells, tension, 
fatigue, and headache. Physical examination revealed a moderately overweight woman with a blood 
pressure of 165/100. Ten mg. of thioridazine three times a day gave her relief from her feeling of tension 
and fatigue. It also relieved the dizzy spells and gave her a feeling of relaxation. The problems that had 
contributed to her tension were considered and evaluated. With increased rest and recreation and a better 
tolerance toward her husband's working pattern, she improved and discontinued the thioridazine. 

Case 5. Mrs. O., age 39, consulted the author when three months pregnant. She had a history of re- 
peated abortion and was very nervous. She had been under the care of a psychiatrist in 1944 and had fears 
of'a nervous breakdown. Ten mg. of thioridazine three times a day was given, and the calming effect was 
good. She took these when indicated during her entire pregnancy and was much pleased with the effect. 


DISCUSSION 


The study revealed that thioridazine produced a high percentage of results. In 
most of the 75 patients complaining of nervousness, listlessness, headache, irrita- 
bility, anxiety, and tension, thioridazine helped to relieve or overcome emotional 
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stress. One agreeable result of its use was the ability of these patierts to sleep well 
without undue sedation. Thioridazine before childbirth in patients who are appre- 
hensive or tense, especially in the primipara, helped to allay tension, anxiety, and 
fear. After childbirth it was useful in relieving considerable anxiety and tension. 
It is believed that, in addition to the use of a tranquilizer, sympathy and under- 
standing on the part of the physician are of vital importance in relieving the patient 
of emotional problems. 


SUMMARY 


In a double-blind study of 100 gynecologic and obstetric patients with a variety 
of emotional disturbances associated with childbirth and the menopause, a high 
percentage of results was obtained by the use of the phenothiazine thioridazine. 
Most of the patients who received this drug experienced relief of emotional distress 
and were restored to a calm outlook and emotional stability. There were no side 
effects other than transient drowsiness in 3 patients. 
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obstetrics abstracts 


NORMAL PREGNANCY INCLUDING DIAGNOSTIC TESTS 


a The Persistent Occipul Posterior Position. A Review of 498 Cases. RICHARD 
a. kKUTCIPAL, Ann Arbor, Mich. Obst. & Gynec. 14:296-304, Sept... 1959. 


Four hundred and ninety-eight consecutive cases of persistent occiput posterior 
position over a five year period (1953 through 1957) are reviewed. This represents 
9.1 per cent of the total deliveries. The etiological factors are outlined. No one 
reason offers a satisfactory explanation in all cases. Caudal or saddle anesthesia 
was used in 480 cases. The authors feel that conduction anesthesia is the anesthetic 
of choice in this situation. Conservatism and close observation of the mother 
and fetus are stressed in the management of labor. Delivery is accomplished once 
satisfactory progress has ceased, usually after | to 3 hours in the second stage of 
labor. The various methods of delivery in this series are listed and discussed 
briefly. The single application rotation and forceps delivery (Haas maneuver) 
was the most commonly used method (38 per cent). This technique is described in 
detail. Prolonged labor with primary uterine inertia and postpartum hemorrhage 
is increased in these patients. The gross fetal mortality was 2 per cent. There 
were no fetal injuries. The maternal complications are listed. All maternal lacera- 
tions were repaired primarily and without unpleasant sequelae. There were no 
maternal deaths. The belief that the persistent occiput left posterior position is 
of more consequence than the occiput right posterior is expressed. 22 references. 
8 tables.— Author's abstract. 


PATHOLOGIC PREGNANCY 


2. Monoamniolic Twin Pregnancy. Report of a Case. Ww. L. PICKHARDT AND 


J. L. BREEN, Landstuhl, Germany. Obst. & Gynec. 12:471-472, Oct., 1958. 


The reported incidence of monoamniotic twins has ranged from | case in 4500 
to 1 in 93,734 deliveries or from 1 case in 65 to | in 661 sets of twins. Survival of 
both twins is rare. Only 12 cases have been reported in the American literature. 
The authors report the thirteenth case of double survival. There are no means 
available to the clinician for diagnosis prior to delivery. The diagnosis can be 
made only after the delivery of the first twin, when no separate amniotic sac is 
found for the second. Prolapse of two cords, which may or may not exhibit twist- 
ing and knotting, may be found. When the diagnosis is made, the second twin 
must be observed closely by fetal heart tones. Should fetal distress become evi- 
dent, prompt delivery of the second twin is mandatory. By being aware of such 
an entity as monoamniotic twins, the obstetrician, by proper management, can 
decrease the extremely high fetal mortality associated with it. 4 references. 1 
figure.— Author's abstract. 


48 ¢ january-march 1960 QUARTERLY REVIEW OF SURGERY 


< 
: 
| 
[ 
P 
| 
Salk: 
Wig 


The primary cause of perinatal loss from all twin deliveries is prematurily. Proper 
management of twin gestation would be to give bed rest to all patients with twins during 
the last eight weeks of pregnancy; hospitalization or bed rest at home will decrease 
perinatal mortality from prematurity by about 35 per cent. Careful allention to the 
delivery of the second infant is imperative in all twin deliveries lo ensure mazimum 
fetal survival, and especially so in monamniolic twins.—E. S. Taylor. 


Stellate Ganglion Block for Pulmonary Embolism Complicating Pregnancy. 
Report of a Case. HERBERT EBNER, Providence, R. I. Obst. & Gynec. 13: 
99-102, Jan., 1959. 


Although pulmonary embolism is one of the less frequent complications of preg- 
nancy, it carries a very high mortality rate. Bunzel in 1926, in a five year study 
of three New York City maternity hospitals, reported an incidence of 0.1 per cent 
with a mortality rate of more than 65 per cent. In regard to treatment he stated 
that “little may be done other than the use of sedatives, especially morphine, and 
the use of cardiac stimulants."” This study was made 33 years ago, and the same 
feeling of despair and inadequacy exists today when a diagnosis of pulmonary 
embolism is made. The treatment is also essentially the same. The extrinsic 
nerve supply to the lung is derived from the vagus nerve and sympathetic trunk. 
The normal vascular tone depends upon a balance between these nerves. Pul- 
monary embolism may initiate pulmonary, and perhaps coronary, reflexes, which 
disturb this balance. The pulmonary vessels receive their vasoconstrictor fibers 
through the sympathetics, and a block of the stellate ganglion will interrupt post- 
ganglionic thoracic sympathetic nerves, which synapse in this ganglion. The 
sympathetic nervous system also transmits pain impulses, and these impulses, 
as well as the intense vasospasm, could explain the clinical picture of precordial 
pain, dyspnea, and shock in pulmonary embolism. Stellate ganglion block should 
be used as an adjunct to the usual drug therapy. It will relieve pain by blocking 
afferent impulses from the lungs and will interrupt the efferent impulses that are 
responsible for the reflex vasospasm. It may be life saving and should be per- 
formed as soon as the diagnosis is made. The anterior or paratracheal technique 
is described and is recommended for its simplicity and certainty. The technique 
may be of value in amniotic fluid embolism where vasospasm plays a large role. 
A tray for the procedure should be set up and kept available in the delivery suite. 
8 references. 2 figures. 3 tables.—Author’s abstract. 


Pulmonary embolism is one of the complications of pregnancy that everyone fears. 
Fortunately one does not see il very oflen any more. I feel that blocking the stellate 
ganglia is a definite step forward in treating this unfortunate complication.—Bernard 


J. Hanley. 


4. Ulcerative Colitis and Pregnancy. EDWARD L. KRAWwITT, New York, N. Y. 
Obst. & Gynec. 14:354-361, Sept., 1959. 


The importance of evaluating the problem of the coexistence of ulcerative colitis 
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and pregnancy has been recognized for a number of years. The present study 
concerns 32 pregnancies in 16 patients observed over a 10 year period at the New 
York .Lying-In Hospital and a review of the literature. Of 605 pregnancies com- 
plicated by ulcerative colitis, selected from the literature, 10 per cent resulted in - 
spontaneous abortion, 5 per cent in therapeutic abortion, 2 per cent in premature 
birth, and | per cent in cesarean section. Of 679 collected reports of cases, it was 
found that ulcerative colitis had its onset during pregnancy in 17 per cent. Of the 
remaining 566 cases, improvement occurred in 18 per cent, aggravation in 44 per 
cent, and uneventful gestations in 38 per cent. Of 183 cases in which ulcerative 
cclitis was quiescent at the time of onset of pregnancy, aggravation occurred in 
37 per cent. Of 154 cases in which the disease was active at the time of onset of 
pregnancy, 51 per cent were aggravated, 23 per cent improved, and 27 per cent 
ran unchanged courses. These figures indicate that more than one third of the 
cases of quiet ulcerative colitis will be activated in pregnancy and one half of the 
cases of active ulcerative colitis will be aggravated. Improvement may ke ex- 
pected in only one fourth of active cases. No effect of ulcerative colitis on spcn- 
taneous abortion, prematurity, or cesarean section is evident. It appears that the 
attitude of the patient toward pregnancy determines in large part the clinical 
course of the ulcerative colitis: The patient-doctor relationship is of prime im- 
portance in the therapy of these patients. There is little place for therapeutic 
abortion in the treatment of patients with ulcerative colitis. 29 references. 
Author’s abstract. 


I agree with the author's last statement. The first thing many internists do is to send 
the patient to the gynecologist for this usually unnecessary ‘procedure. It thus behooves 
the obstetrician to learn more and more aboul more and more lest he continue to be 
labeled simply a lechnician.—R. R. de Alvarez. 


5. Thrombosis of the Middle Cerebral Artery During Pregnancy. JAMES M. FITE 
AND PURDUE L. GOULD, Minneapolis, Minn. Obst. & Gynec. 14:371-373, 
Sept., 1959. 


Thrombosis of the middle cerebral artery during pregnancy is rare, usually 
fatal, and difficult to diagnose. The following case illustrates the disease and is 
probably the first recorded survival. The patient was admitted to the University 
of Minnesota Hospitals on December 29, 1955, in a restless, semicomatose condi- 
tion. She was estimated to be at 8 to 815 months of gestation. Her pregnancy 
was thought to be normal. History taken from the husband indicated that the 
petient had had two previous normal pregnancies. Approximately four to five 
weeks before admission, the patient began to have severe, occasional, occipital 
headaches and spells of weakness, aphasia, and staring. During these spells, she 
had occasional mild twitching without convulsions. On the day before admission, 
she was found on her bed unconscious, with paralysis on the right side and inability 
to speak. Labor was induced by rupture of membranes and intravenous oxytocin. 
There followed an uneventful short labor and delivery. The only anesthesia was 
bilateral pudendal nerve block. After delivery the coma became worse, and eight 
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hours later a left carotid angiogram was performed. Only 1!5 cm. of the proximal 
middle cerebral artery on the left filled. A craniotomy was then performed with 
removal of an old thrombosis (confirmed pathologically) from the left middle 
cerebral artery. The artery was repaired. The patient survived but never made 
a satisfactory social recovery. Seven and one-half months after surgery, on repeat 
angiogram, there was still no filling of the middle cerebral artery on the left. This 
case was reported because it is thought to be the first recorded survival of this 
disease by a pregnant woman. Vaginal delivery was chosen in preference to ce- 
sarean section and was tolerated well. It is suggested that this condition represents 
a syndrome that may explain some hitherto unexplained maternal mortalities. 
2 references. 2 figures.— Author's abstract. 


One would at least have to consider the possibility that the postpartum coma might 
have followed a ruptured aneurysm, and, if so, whether orytocin with its hypertensive 
effect (it is not as pharmacologically pure as intimated) should have been employed in 
the induction. R. de Alvarez. 


6. The Role cf Vitamin C-Hesperidin in the Prevention of Aborlion. CLARENCE 
c. Briscor, Philadelphia, Pa. Obst. & Gynec. 14:288-290, Sept., 1959. 


Several authors have reported beneficial results in the treatment of threatened 
and/or habitual abortions from the administration of large doses of vitamin C- 
hesperidin supplementation. To test the validity of such therapy, a double-blind 
study was undertaken in 406 private patients who were no more than 10 weeks 
pregnant when treatment was begun. The abortion rate in 103 control patients 
given a placebo was 7.8 per cent. The abortion rate in 303 treated patients was 
16.5 per cent. This does not differ from the uniform abortion rate in the author's 
practice during the past 20 years. 7 references.—Author’s abstract. 


The prevention of abortion is still one of the most difficult problems in the practice 
of obstetrics. This reviewer has had a modicum of experience in a period of over 30 
years and al the present lime is unable to recommend any specific drug.—Bernard 


J. Hanley. 


ECTOPIC PREGNANCY, HYDATID MOLE, CHORIONEPITHELIOMA 


Diagnosis of Hydatidiform Mole. acosta-stson, Manila, Philippines. 
Obst. & Gynec. 12:205-208, Aug., 1958. 


Hydatidiform mole may be suspected in patients who complain of bleeding at 
the second, third, or fourth month of gestation when the following occur: (1) 
Bleeding, especially if dark colored, takes place, usually slight at first and inter- 
mittent; however, it may be continuous, immediately profuse, and bright red in 
color. (2) Abdominal examination shows the uterus to be larger than it should be 
for the time of gestation, that is, its size is that of five or more months of pregnancy 
when gestation is only two to four months. (3) The uterus is uniformly boggy in 
consistency, though it is firm during contraction, and no amniotic fluid nor fetus 
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can be detected. (4) No fetal movements have been felt by the mother nor detected 
by the examiner. (5) On vaginal examination no fetal parts can be felt beyond 
the cervix but instead the lower uterine segment is full, as if occupied by a softish 
content. 

With these findings, the diagnosis may be clinched by the following procedure. 
The cervix is-exposed by the vaginal bivalve speculum. It is disinfected by a 
local disinfectant such as benzalkonium chloride. The uterine sound is introduced 
gently upwards along the axis of the cervical and uterine cavity. In cases of 
mole, the sound easily goes upwards undeterred by any obstruction to 10 cm. or 
more beyond the external os. Then the uterine sound is replaced by the uterine 
forceps, which at the height of 10 or 11 cm. are used to clip a little tissue that will 
show the cysts. In cases of great fullness of the lower uterine segment, the uterine 
forceps are used to clip a little tissue beyond the internal os to show the molar 
cysts. 

This method of diagnosis was used successfully in 163 out of 318 cases, or 
51.25 per cent, within 15 minutes after seeing the patient for the first time, and 
without the use of a chorionic determination test or roentgenogram of the abdomen. 
6 references.—Author’s abstract. 


The procedure described seems somewhat hazardous even though recommended by 
such an erpert as Dr. Acosta-Sison. Bleeding of hydatidiform mole in a specific case 
is no different from that of an incomplete abortion. Since only 50 per cent of hydatidi- 
form moles cause excessive ulerine growth and since in the first trimester this growth 
cannot be distinguished from multiple gestation, a procedure such as this could be em- 
barrassing. Fortunately, most moles will either bleed enough to require interruplion 
of the pregnancy or pass lissue enough for pathological diagnosis. The rare mole that 
remains undiagnosed beyond the fourth month is easily differentiated from normal 
pregnancy by a flat plate of the abdomen for fetal parts or by fetal movement. There 
is no danger in allowing a questionable hydatidiform mole to remain in situ for a month 
or more to allow a positive diagnosis. Therefore there would seem to be little justifica- 
lion for the routine probing of a pregnant ulerus for immediate diagnosis.—E. S. 
Taylor. 


8. Ectopic Pregnancy. A Review of 182 Cases. 4. ¥. SANDMIRE AND J. H. RANDALL, 
City, Iowa. Obst. & Gynec. 14:227-233, Aug., 1959. 


The data presented are derived from the records of 182 consecutive cases of 
extrauterine pregnancy admitted to the University of lowa Hospitals from June 
30, 1933, to January 31, 1957. Of these cases, 118 were ruptured tubal pregnancies, 
52 were classified as tubal abortions, and 12 were unruptured. The three most 
common symptoms in order of frequency were abdominal pain (100 per cent), 
vaginal bleeding (89 per cent), and a missed menstrual period (58 per cent). The 
three most common abdominal findings were direct tenderness (76.9 per cent), 
rebound tenderness (16.5 per cent), and a palpable mass (16.5 per cent). The fol- 
lowing pelvic findings were noted: Adnexal or cul-de-sac masses (74.7 per cent), 
adnexal tenderness (59.3 per cent), pain on motion of the cervix (26.4 per cent), 
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and enlargement of the uterus (23.1 per cent). Pregnancy tests performed for 44 
of the 182 patients were positive in 23 and negative in 21. Colpocentesis was per- 
formed in LIL patients with true positive results obtained in 99 or 89.2 per cent. 
Thirty-three patients had an estimated 1500 ml. or more of free blood in the 
abdomen, and yet only 13 of the total series of 182 patients were in shock. One to 
seven transfusions were administered to 78 patients (43 per cent), with 20 receiving 
four or more units. 

Etiological factors were antecedent pelvic infections (16 per cent), sterility (23 
per cent), external migration of the ovum (4 per cent), previous tubal ligation 
(3 per cent), and adnexal tumors (3 per cent). The preoperative diagnosis was 
correct in 84 per cent of the 182 cases. Twelve of the 182 patients were more than 
10 years of age. The possibility of an extrauterine pregnancy must be considered 
in women having abdominal pain and irregular vaginal bleeding even up to 50 
years of age. 14 references. 7 tables.—Author’s abstract. 


Colpocentesis is by all means the most direct approach to the diagnosis of ruptured 
eclopic pregnancy and tubal abortion. Where neither has taken place culdoscopy 
should be given consideration.—L. A. Emge. 


NORMAL LABOR INCLUDING ANESTHESIA AND ANALGESIA 


9,  Perphenazine in Obstetrics. Evaluation of Its Use to Replace an Analgesic. 
FRANCESCO CANNISTRA AND ARCHIE A. ABRAMS, Boston, Mass. Obst. & Gynec. 
14:337-341, Sept., 1959. 


Ataractic drugs have gained some acceptance as aids in childbirth. Among 
these agents, phenothiazine derivatives potentiate analgesics and sedatives.’ Per- 
phenazine was chosen for this study because it is not a great potentiator of an- 
algesic and sedative agents and because it has been shown to have a low degree of 
adrenergic blockade. The authors noted that perphenazine with scopolamine and 
barbiturates produced satisfactory amnesia and lack of awareness of pain. In an 
effort to reduce the incidence of respiratory distress, they undertook a large- 
scale study of the effect of perphenazine when meperidine was not used. , The 
study comprised 456 patients. To 334 they gave perphenazine, a barbiturate, and 
scopolamine. To 122 who served as controls they gave meperidine, a barbiturate, 
and scopolamine. There were 200 multiparas and 134 primiparas in the perphen- 
azine group. The initial dosages for multiparas were 5 mg. of perphenazine intra- 
muscularly, 200 mg. of secobarbital sodium by mouth, and 0.4 mg. of scopolamine 
intramuscularly. Usually one hour later an additional 5 mg. of perphenazine was 
given intramuscularly and 100 mg. of secobarbital sodium by rectum. In 50 
multiparas 15 mg. of perphenazine was given in divided doses. Ten mg. of per- 
phenazine, 300 mg. of secobarbital sodium, and 0.7 mg. of scopolamine were ad- 
ministered to 64 primiparas after labor was established. The other 70 primiparas 
had 15 mg. of perphenazine, 400 mg. of secobarbital sodium, and 0.7 mg. of scopol- 
amine in divided doses. Control patients received 100 to 150 mg. of meperidine, 
300 to 500 mg. of secobarbital sodium, and 0.4 to 1 mg. of scopolamine. Patients 
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who received 15 mg. of perphenazine were more cooperative and painfree than these 
who had 10 mg. An average of 70 per cent of good results was noted in the per- 
phenazine group and in the controls. This indicates that satisfactory degrees of 
pain relief and amnesia were attained by both plans. No side effects were noted 
in the perphenazine group. Blood pressure remained constant throughout labor, 
and patients who received 5 mg. of perphenazine before cesarean section main- 
tained constant blood pressure after spinal anesthesia. Spontaneous respiration 
occurred in a larger percentage of infants born to perphenazine-treated mothers. 
In premature labor, 5 mg. of perphenazine intramuscularly with 100 mg. of seco- 
barbital sodium by mouth and 0.3 mg. of scopolamine, was found safe and effective. 
The use of perphenazine in combination with a barbiturate and scopolamine, but 
without meperidine, is worthy of further clinical trial. 23 references. 3 tables. 

Author's abstract. 


The search for the ideal analgesic and anesthetic still goes on. We have had some 
experience with the drugs outlined in the above review. However, over a period of years 
il seems to me that the best combination for both the mother and baby is pentobarbital 
sodium, meperidine, and scopolamine for analgesia and regional anesthesia at the 
lime of delivery. I have used this method for the past 20 years and I think with good 
success. —Bernard J. Hanley. 


10. Elective Induction of Labor in the Nullipara. HARRY FIELDS AND JOHN W. 
GREENE, JR., Philadelphia, Pa. Obst. & Gynec. 14:249-252, Aug., 1959. 


The advisability of elective induction of labor in the nullipara was debated. A 
study of elective induction of labor using dilute intravenous oxytocin and amni- 
otomy, carried out at the Hospital of the University of Pennsylvania from January, 
1950, through December, 1957, included 2932 patients, of whom 714 were nulli- 
paras and 2218 multiparas. The results of the inductions were compared in the 
nullipara and multipara. 

Comparison of the length of labor and the method of delivery revealed no unusual 
difference in the nulliparas. Fewer caesarean sections were performed in this group 
than in the multiparas. Maternal complications included more instances of both 
uterine spasm and postpartum hemorrhage among the nulliparas. [Improvement 
in the technique of induction has lowered the incidence of both of these complica- 
tions. Fetal complications were about equal in the two groups. Any interference 
with the normal physiology of labor and delivery, whether elective or not, is apt 
to be attended by increased hazard to mother and/or fetus. These hazards can 
be reduced to the minimum for both the nullipara and the multipara. The success 
and safety of induction of labor depend upon proper selection of patients and strict 
adherence to the established technical requirements. Elective induction of labor 
may be carried out in the nulliparous patients with the same degree of success and 
safety as in the multiparous patient. 8 references. 5 tables.—Author’s abstract. 


If any interference with the normal physiologic processes of labor invites trouble for 
the parturient as well as for the fetus, one cannol help bul wonder why elective inductions 
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were undertaker en sucha large scale. Elective induction demands much closer personal 
supervision lnan ine ovdinary normal course of labor and hence makes greater demands 
upon the lime of the attending physician, who should not relegate the responsibility to a 
less experienced house cfficer. In the course of the average practice of obstetrics, induc- 
tion of labor should be based on necessity and not on convenience. L. A. Emge. 


PATHOLOGIC LABOR INCLUDING OPERATIVE OBSTETRICS 


ll. Pulmonary Hyaline Membrane. Contamination of the Lungs by Blood-Laden 
Amniotic Fluid in Term Infants Delivered by Cesarean Section. FRANKLIN PF. 
sNYDER, Boston, Mass. Obst. & Gynec. 14:267-287, Sept., 1959. 


- 


\ clue to the origin of hyaline disease was sought in a group of infants in whom 
the incidence is exceptionally great, i.e., infants who died after delivery by cesarean 
section at term. It was felt that the extent to which the air passages of such babies 
are contaminated with blood and cellular debris of the fetal environment, as seen 
microscopically, would afford evidence as to what extent babies breathe the fluid 
in which they are immersed before birth. Since contamination of the amniotic 
fluid by blood commonly occurs upon incision of the uterus during cesarean section, 
a tracer material is thus added to the amniotic fluid and may be readily identified 
when it has entered the bronchioles and alveoli. In a series of 56 infants delivered 
by cesarean section at term, extensive contamination of the bronchioles and 
alveoli by blood was found in more than 90 per cent. In all 15 infants delivered 
electively before labor and prior to the rupture of the membranes the air passages 
were contaminated with blood-laden amniotic fluid, and in 14 of the 15 infants 
hyaline membrane formation was striking. Despite the briefness of the period 
from incision of the uterus to the first breathing of air, there was widespread con- 
tamination of the air passages by blood, revealing a hazard for the child inherent 
in delivery by cesarean section. In accounting for the origin of an eosinophilic 
layer of amorphous matter outlining the walls of alveoli and bronchioles, it must 
be borne in mind that the amniotic fluid was contaminated not only by the cells 
of the blood but also by the blood plasma. 29 references. 14 figures. Author's 
abstract. 


Since hyaline membrane was found in 14 out of 15 infants delivered by cesarean 
seclion before the onset of labor, il occurs to this reviewer that in elective sections il 
would be better to allow the patient a few hours of labor before the operation is per- 
formed. This has been my policy for a number of years.— Bernard J. Hanley. 


12. Cervical Fibroids Complicating Pregnancy. Report of Three Cases. M. MAURICE 
ABITBOL AND ROBERT L. MADISON, Brooklyn, N. Y. Obst. & Gynec. 12:397- 
398, Oct., 1958. 


True cervical fibroids are rare, and what is more frequently found is a peduncu- 
lated submucous myoma. The association of cervical fibroid with pregnancy is 
even rarer, possibly because of mechanical interference with conception. This 
subject has not been much studied in the literature and most of the time has been 
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included with “pelvic tumors and pregnancy.” Three cases are reported here. 
The first patient had a large cervical fibroid with a transverse presentation. An 
elective cesarean section was performed. There were also several fibroids within 
the uterus, and a total l:ysterectomy was performed. The second patient was a 
nullipara with a long history of sterility. She had a large cervical fibroid on the 
posterior lip of the cervix. She was admitted at term in early labor, with no fetal 
heart and a pulseless prolapsed cord; she was dilated 2 cm., and repeated attempts 
to dislodge the cervix were unsuccessful. Finally a cesarean section was per- 
formed; one year later, an attempt to perform an abdominal myomectomy resulted 
in uncontrollable bleeding and a total hysterectomy was done. The third patient 
was a multipara admitted at term in active labor; the cervix was dilated 6 cm., and 
a cervical fibroid about 7 cm. in diameter was occupying the posterior lip of the 
cervix. Manual displacement was unsuccessful and resulted in moderate bleeding. 
A cesarean section was performed. One hour later the patient passed a large 
amount of blood vaginally, which was seen to come from the capsule of the fibroid. 
The fibroid was enucleated, the bleeding controlled, the capsule closed, and the 
vagina packed. Three weeks later the cervix appeared normal. The main con- 
clusion to draw from these cases is that, in contrast to all the other pelvic tumors 
obstructing delivery, the cervical fibroids cannot be dislodged and any manipu- 
lation for that purpose is unwarranted. Even if the cervical fibroid can be pushed 
above the pelvic rim, the mechanical interference will be just the same. If it is 
obvious that the pelvis cannot accommodate both the presentation and the cervical 
fibroid, a cesarean section should be performed. Any attempt to enucleate the 
fibroid during the cesarean section results invariably in a total abdominal hys- 
terectomy. 6 references.—Author’s abstract. 


When pregnancy does take place in a ulerus with sizable myoma of the cervir, elective 
cesarean seclion close lo lerm is certainly indicated. Except for complications, such 
as uncontrollable hemorrhage, cesarean hysterectomy is not necessary. All tco often 
the pregnant fibroid ulerus is extirpated with resultant sterility. After all, if pregnancy 
takes place, il may well happen again withoul great difficulty even after years of in- 
fertility. Elective hysterectomy can always be carried out later, if and when indicated. 


13. Maternal Mortality Associated with Anesthesia. A Follow-Up Study (1952- 
1957) in the Bronx County, \. Y. MILTON D. KLEIN AND JACOB CLAHR, New 
York, N. Y. Obst. & Gynec. 13:32-36, Jan., 1959. 


The authors report a 65 per cent decrease in maternal deaths from anesthesia 
in Bronx County, N. Y., between 1952 and 1957 as compared to the years 1946 to 
1951. The greatest improvement was noted in spinal anesthesia. There were no 
deaths from spinal shock per se. The only deaths associated with spinal anes- 
thesia followed cardiac arrest. Deaths from cardiac arrest were given particular 
attention. Reduction in mortality depends on prompt action and systematic 
approach. Procrastination, inadequate incision of the chest wall, and massage 
through abdominal incision must be avoided if lives are to be saved. Deaths from 
aspiration asphyxia have decreased; however, the authors believe that further 
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decrease in mortality from asphyxia can only be accomplished through the com- 
bined efforts of the obstetrician and anesthetist. Pudendal, caudal, and saddle 
block anesthesia must be made available to those patients who are admitted fol- 
lowing a full meal. Regardless of the type of anesthesia administered, the an- 
esthetist must not only be qualified in the technical or mechanical aspects of an- 
esthesia but also capable of coping with any of the complications that may arise. 
The authors discuss the 7 deaths that occurred during the 1952 to 1957 period, 
during which time there were 125,578 live births. 4 references. 2 tables.— Author's 
abstract. 


Could it be that patients going into shock following spinal anesthesia and subse- 
quently dying with cardiac arrest are exhibiting an exaggerated form of the hypotensive 
syndrome? In other words, if such patients were turned on their sides early, or if 
their legs and thighs were held up vertically, might not circulation have been maintained? 
The hypotensive syndrome occurs in about 10 per cent of pregnant women al term who 
lie on their backs for any length of lime. This shocklike state is materially augmented 
by the abdominal relaration resulting from spinal anesthesia. Whenever trouble arises 
in a pregnant or laboring woman who is given spinal anesthesia, one or the other of 
the two simple methods mentioned above should be tried even before the administration 
of pressor drugs. William F. Mengert. 


PATHOLOGY OF NEWBORN 


14. Antenatal and Paranatal Circulatory Disorders as a Cause of Cerebral Damage 
in Early Life. courvitte, Los Angeles, Calif. J. Neuropath. & 
Exper. Neurol. 78:115-139, Jan., 1959. 


This survey of a group of individual cerebral lesions originating in early life, 
which are the evident cause of crippling clinical states (cerebral palsy, mental 
deficiency, and epilepsy), was made with the primary objective of determining their 
etiology and pathogenesis. Certain of the lesions (uniform and widespread cerebral 
atrophies; cortical, cortical-subcortical, subtotal, and total cerebral softenings: 
nodular cortical atrophy; porencephaly; chronic cystic degeneration of the cerebral 
white matter; diffuse myelinating disorders of early life; and certain striatal dis- 
orders) were believed to have their origin in generalized (anoxemia) or localized 
(ischemia) disturbances in the circulation. The anoxic origin of the widespread 
and uniform cerebral atrophies rests chiefly on the demonstration of similar changes 
in experimental animals after simulated natal anoxemia. The generalized soften- 
ings, on the other hand, appear to be due either to an impairment of the carotid 
circulation or to severe anoxemia. Nodular cortical atrophy and porencephalic 
defects, quite commonly associated in a single specimen, are almost certainly the 
result of arterial occlusion, as is indicated both by the disclosure of similar lesions 
in later life and by their experimental production. The circulatory (anoxic) 
genesis of chronic cystic degeneration of the white matter is still somewhat in ques- 
tion as is widespread myelinopathy of early life. Similar lesions have also been 
produced by cerebral anoxia in experimental animals. The anoxic etiology of 
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structural changes in the corpus striatum and thalamus, producing somewhat less 
common but typical clinical syndromes of early life, is suggested by the well-known 
vulnerability of these structures to oxygen shortage. In case of status marmoratus, 
there are no comparable lesions in adult life to help in evaluating either its etiology 
or pathogenesis. However, the unusually high incidence of a history of dystocia 
with “brain injury” suggests either a traumatic or anoxemic origin. The path- 
ological evidence suggests that its origin is in a primary anoxic or ischemic disorder. 
82 references. 10 figures. 2 tables.—Author’s abstract. 


This article supplies further presumplive evidence of the vital importance of pre- 
ventive measures that will reduce the incidence of hyporia before, during, and im- 
mediately afler the birth process.—John Parks. 


15. Vitamin K: Its Relationship to Unerplained Jaundice in the Newborn. sown 
I. BISKIND AND IRWIN HERMAN, Cleveland, Ohio. Obst. & Gynec. 13:41-45, 
Jan., 1959, 


In recent years a number of articles have appeared in the literature describing 
the potential danger of administering vitamin Kk to newborn infants, especially to 
* those that are premature. A comparative study was done on babies who developed 
unexplained jaundice in the first few days of life. In one group, all the mothers 
received a water-soluble vitamin kK preparation intramuscularly when in labor and 
most of the babies received an additional dose when admited to the nursery. In 
the second group, 50 mothers and infants to whom no vitamin Kk was given were 
followed. Any mother with an Rh or major blood group incompatibility was re- 
moved from the study. The infants were followed clinically, and complete labora- 
tory studies including indirect bilirubin studies were made. In the group that 
received vitamin k, it was felt that there might be some relationship between the 
time interval between receiving vitamin K and subsequent delivery and the de- 
velopment of a high bilirubin (all these babies showed clinical signs of jaundice). 
If vitamin k is given to mothers when admitted to the hospital in labor primarily 
to protect the infant from the development of hypoprothrombinemia, this prac- 
tice should probably be discontinued, for the amount that the infant receives is 
unknown and dependent upon the time interval before delivery. From this study 
the authors feel that there is some possible danger if this interval is short and if 
the infant is either premature or expected to be small. Vitamin Kk in dosages of 
| to 2 mg. parenterally at birth will protect the infant sufficiently from hemorrhagic 
tendencies secondary to hypoprothrombinemia without causing dangerous bili- 
rubinemia. 5 references. 2 figures. 2 tables.—-Author’s abstract. 


MISCELLANEOUS 


16. Factors in the Decline of Maternal Mortality. MiLvON D. KLEIN AND JACOB 
cLAHR, New York, N.Y. J.A.M.A. 168:237-242, Sept. 20, 1958. 

Obstetrics has shared fully in the advances made in medicine and surgery during 

the last 12 years. As a result, numerical data from the whole United States show 
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a decline in maternal mortality death rate per 1,900 live births from 11.6 in 1946 
to 4.0 in 1956. The figures for New York City and Bronx County show a com- 
parable decline. As for the causes of death, the percentage of decrease in maternal 
mortality in Bronx County between the first and second halves of a 12 year study 
based on 254,249 live births was: Infection, 80 per cent; anesthesia, 65 per cent; 
toxemia, 43 per cent; hemorrhage, 24 per cent; and heart disease, 21 per cent. 
Infection was the leading cause of death only because of the persistence of criminal 
abortion. Qualified anesthetists, utilization of modern equipment, and avail- 
ability of recovery rooms were responsible for fewer anesthetic deaths. The hypo- 
tensive drugs and newer diuretics have been added to combat toxemia. Blood 
banks. liberal use of blood, and oxytocin have decreased deaths from hemorrhage. 
Oxytocin has also reduced the problems of ruptured membranes, uterine inertia, 
and induction of labor. The anticoagulants have been effective against thrombo- 
embolic disease. Cesarean section has displaced a number of dangerous obstetrical 
manipulations. Finally, education of the public concerning the importance of 
early and good obstetric care, improved hospital facilities, and more rigid hospital 
rules and regulations have affected the maternal death rate. 15 references. 2 
figures. 3 tables.— Author's abstract. 


gynecology abstracts 


THE MENSTRUAL CYCLE 


17. Semiobjective Criteria of Teen-Age Dysmenorrhea. With Noles on Seasonal 
Pattern and Relationship to Premenstrual Tension. Le1B 3. GOLUB, HYMAN 
MENDUKE, AND WARREN R. LANG, Philadelphia, Pa. Obst. & Gynec. 14: 
179-183, Aug., 1959. 


To most gynecologists, premenstrual tension and dysmenorrhea are separate and 
different entities. Nervousness and irritability are thought to predominate in 
premenstrual tension, whereas the symptom complex of dysmenorrhea is charac- 
terized chiefly by crampy pain (although such associated symptoms as headache, 
backache, and others occur frequently). In the present study, an attempt was 
made to set up semiobjective criteria of dysmenorrhea so that there might be more 
uniformity in its definition and diagnosis. In addition, the possibility of a seasonal 
pattern was investigated and the severity and diversity of symptoms associated 
with premenstrual tension were compared with those reported during the menstrual 
period. Twenty-four teen-age high school girls were questioned concerning symp- 
toms occurring both before and after the onset of the menstrual flow. The ques- 
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ticns were repeated monthly, October through May, with some reporting also for 
September and June. A somewhat arbitrary numerical weighting of symptoms 
was employed. 

Nearly all the girls had some sort of discomfort, however minor, associated with 
the menstrual period. Cramps were the most frequently recorded symptom; 
increased irritability, abdominal swelling, and headache were almost as frequent. 
Pain, “drawing” in the legs, breast fullness, and backache were reported somewhat 


less often, and nausea and vomiting were rather rare. Symptoms before the period - 


were essentially the same as those during the period, usually with a slight increase 
in severity during the period. There seemed to be only slight variation in the 
character of discomfort reported by a given student from period to period. No 
seasonal pattern of symptoms or severity of symptoms was noted. 4 references. 
figure. 3 tables.— Author's abstract. 


THE VULVA AND THE VAGINA 


18. Vaginal Packing Speculum. 4. WRIGHT SEIGER, Santa Monica, Calif. Obst. 
& Gynec. 14:370, Sept., 1959. 


One of the problems in gynecology is home treatment of severe uterine bleeding. 
It may follow an incomplete abortion, cervical conization, menorrhagia, metror- 
rhagia, and so on. A weighted speculum is heavy to carry in one’s bag, is painful 
to insert in a conscious patient, and is very cumbersome to use in a bed. The com- 
mon vaginal speculum has lips that tend to pull the pack out when the speculum 
is being removed, so that a tight pack cannot be inserted. Tight packing is indi- 
cated to immobilize radium applicators when they have been inserted in the cervix, 
uterus, or vagina. The speculum described in this article has straight lips that 
allow the removal of the speculum over a tight pack. The handles, of the DeVilbiss 
type, are more easily employed in the home, since there is no vertical member to 
impinge on the bed. In ionization therapy, the removal of this speculum over a 
large electrode is accomplished more easily than with a regular vaginal speculum. 
A firmer pack may be applied by gradually sliding the speculum out as packing is 
continued. This device may also be used as a diagnostic speculum, and thus may 
be carried in one’s bag as an emergency speculum.— Author's abstract. 


It is hard for a man who has always practiced in a large city to realize how difficult 
it is to handle a bleeding case in her own home. Any instrument that makes it safer 
for the mother is certainly weleome.— Bernard J. Hanley. 


THE UTERUS INCLUDING CANCER OF THE UTERUS 


19. Treatment of Cancer of the Uterus in Private Practice. CARY M. DOUGHERTY, 
New Orleans, La. Obst. & Gynec. 12:656-660, Dec., 1958. 


Using records of the Baton Rouge Pelvic Tumor Registry, a study was made of 
all uterine cancers that were treated three or more years ago. Records of the 
Tumor Registry contain the history of the patient, examination, treatment, and 
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follow-up on every patient treated in the two Baton Rouge hospitals. For the four 
year period January 1, 1951, through December 31, 1954, there were 62 patients 
with cancer of the cervix and 37 with adenocarcinoma of the endometrium. The 
cervical growths were in these stages: 0, 6 cases; I, 25 cases; I], 13 cases; IIT, 13 
cases; IV, 5 cases. Carcinoma of the cervix was treated by full radiation first in 
49 patients, 11 patients had no radiation, and 2 had hysterectomy followed by 
radiation. In the group of 56 patients with invasive carcinoma, there were 36 
survivors for three or moré years without recurrence. These represented 64 per 
cent of the group. Carcinoma of the endometrium was managed by preoperative 
application of radium, and then hysterectomy followed by deep irradiation in 17 
patients. Seven patients were treated by hysterectomy alone, 7 had hysterectomy 
followed by roentgen therapy, and 6 had radiation as the sole form of treatment. 
Among the 37 with disease, 27 survived three years or more. The rate of survival 
was thus 70 per cent. Reasons for the apparent high survival rate in cancer of the 
cervix uteri included discovery at an early stage of disease, conservative histo- 
pathologic diagnosis, and good medical management. 1 reference. 2 figures. 
3 tables.— Author's abstract. 


These figures are in general accord with most private practice findings. The wide- 
spread adoplion of the Papanicolaou smear has revealed more cases in the stage 0 and 
stage | categories as they arrive for lreatment.— keith P. Russell. 


20. Carcinoma in Situ of the Cervir. A Report of Fifty-One Cases, with Consider- 
ation of Minimal Therapy. JOHN ©. SCARAMUCCI, ROBERT H. FENNELL, JR., 
AND JOSEPH A. HEPP, Pittsburgh, Pa. Obst. & Gynec. 12:649-655, Dec.. 
1958. 


The frequent detection of carcinoma in situ in the cervix of the young woman 
demonstrates the need for a curative procedure that will preserve reproductive 
function. That diagnostic procedures often cure carcinoma in situ has been re- 
ported by a number of investigators, who have reported that 67 to 84 per cent of 
uteri studied following cone biopsy were without residual carcinoma in situ. Since 
1926, there have been 51 cases of carcinoma in situ of the cervix at the Elizabeth 
Steel Magee Hospital; histologic material confirmed this diagnosis. The methods 
of therapy employed were biopsy, biopsy and cauterization, amputation of the 
cervix, hysterectomy, and radiation in the earlier years. Pertinent information 
concerning the effectiveness of minimal therapy can be obtained from examination 
of uteri removed following biopsy or biopsy and cauterization of the cervix in those 
patients with the diagnosis of carcinoma in situ. In our series, 30 patients were 
treated by hysterectomy after biopsy or biopsy and cauterization had revealed 
carcinoma in situ. Twenty-two, or 73 per cent, were free of carcinoma in situ 
after diagnostic or minimal therapeutic procedures. Carcinoma in situ primarily 
involves the squamocolumnar junction and often forms a ring about the cervix. 
This is the anatomic fact that justifies consideration of cone biopsy as the pro- 
cedure to be employed in patients who are young and who wish to have children. 
Before any decision is made about therapy, it is essential that there be no evidence 
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of tumor on physical examination, and that tissue obtained on conization and 
endocervical curettage reveal no histologic evidence of invasive cancer. The 
authors do not oppose hysterectomy in patients with carcinoma in situ who have 
borne all the children they desire or who are postmenopausal. It is their experi- 
ence that young women who wish to have children can be carefully followed up 
after minor therapeutic procedures until their families have been created. 10 
references. 6 figures.—Author’s abstract. 


As the reports on so-called carcinoma in situ appear with increasing frequency, tt is 
becoming evident that there erisls considerable confusion in determining the exact 
nature of this biologic phenomenon. So far, nobody has succeeded in devising a method 
lo determine al i!s inception whether it ts truly stage 0 of cervical cancer and therefore 
will progress to invasive cancer in lime, or whether it is a reversible lesion of the atypical 
basal cell hyperplasia type and therefore may return to a normal state of growth for 
reasons yel unknown. When, in the hands of experienced and discriminating ob- 
servers, lissue diagnosed by cytologic and histologic methods as indicating carcinoma 
in situ in the end turns oul lo be chronic cervicitis with metaplasia, healthy skepticism 
is certainly called for before proceeding with major destructive surgery. In dealing 
with this disturbing growth behavior of epithelial cells, cooperative intensive search for 
an equitable answer should guide our decisions, rather than fear.—L. A. E. 


21. 


Clinical and Pathologie Significance of Anaplasia (Alypical Hyperplasia) of the 
Cervis Uleri. DONALD G. MC KAY, BEDROS TERJANIAN, DASNI POSCHYACHINDA, 
PAUL A. YOUNGE, AND ARTHUR T. HERTIG, Boston, Mass. Obst. & Gynec. 
13:2-21, Jan., 1959. 


Between the years 1945 and 1954, there were 243 cases of anaplasia of the cervix 
at the Free Hospital for Women. This is an occurrence rate of 1.2 per cent of all 
cervices examined pathologically. The average age was 34.9 years, which is 3 
years younger than the average age of patients with carcinoma in situ and 13 years 
younger than that of patients with invasive carcinoma of the cervix. The clinical 
outcome was traced in 129 of these patients on whom adequate follow-up data 
were available. In 20.2 per cent of the cases anaplasia disappeared, i.e., it was 
not found in the hysterectomy specimen or in smears and biopsies taken in 1957. 
In 3.8 per cent, anaplasia progressed to carcinoma in situ (4 cases) or invasive 
carcinoma (1 case). In 32.5 per cent, anaplasia was associated with a coexistent 
‘arcinoma in situ (37 cases) or invasive carcinoma (5 cases). Seventeen per cent 
of these were found incidentally in the hysterectomy specimen, which was removed 
for reasons other than neoplasm of the cervix. Anaplasia persisted in 26.4 per 
cent of the cases, i.e., it was found in the hysterectomy specimen or cone specimen 
on an average of six months after the initial biopsy. Exfoliative cytologic ex- 
aminations of 67 patients with anaplasia alone was positive at some time during 
the period of study in 52.3 per cent, suspicious in 14.9 per cent, and negative in 
32.8 per cent. When four or more smears were taken over a period of 19 or more 
months, the smears were 85 to 100 per cent accurate in detecting this lesion. Ten 
were primarily diagnosed by exfoliative cytology, 19 were simultaneously dis- 


62 jJanuary-march 1960 QUARTERLY REVIEW OF SURGERY 


| 
ae: 
ii 


covered by smear and biopsy, and 38 were initially detected by biopsy. Cervical 
aspirations were slightly more sensitive in detecting anaplasia than vaginal smears. 
14 references. 23 figures. 11 tables. Author's abstract. 


The disposition of this lesion, when found, will be largely delermined by the age and 
parity of the patient. Over one third of the patients with this diagnosis progressed to 
or exhibited accompanying carcinoma. On the other hand, one fifth of the lesions 
regressed. This diagnosis is often made from smears taken during pregnancy and 
demands follow-up and re-evaluation in the nonpregnant slate.—Keith P. Russell. 


THE ADNEXA (PHYSIOLOGY AND PATHOLOGY) 


22. Origin of the Human Corpus Luleum. ©. MOMIGLIANO, Chicago, Ill. Obst. & 
Gynec. 13:24-31, Jan., 1959. 


Following the dehiscence of the graafian follicle, an active migration of dark, 
chromaffin, irregularly shaped cells takes place from the theca interna toward the 
centrally located blood extravasation. A rich infiltration of phospholipids, which 
show the histochemical reactions of lecithin, becomes apparent in these cells. In 
later stages, the dark cells seem to melt together, leading to the appearance of 
plasmodial masses. The lutein cells derive from a process of fragmentation of the 
plasmodial masses. The results of vital staining are conflicting, with a possible 
reticuloendothelial origin of the lecithinic group of cells (Ciaccio). The so-called 
k cells, described in the last few years by several scientists, seem to correspond to 
the lecithinic cells discovered by the author in 1926. 35 references. 6 figures. 
1 table.— Author's abstract. 


OPERATIVE GYNECOLOGY 


23. Surgery for Female Genilal Tuberculosis. LaNTON SNAITH, Durham, England. 
Obst. & Gynec. 12:135-147, Aug., 1958. 


The present treatment of genital tuberculosis is reviewed, and attention is called 
to the fact that the place of surgery has not been reviewed recently. The author's 
experience with 210 patients with the disease is described; more than 100 under- 
went major surgery in one form or another. The results of the author's medical 
treatment, including antibiotic therapy, are reviewed, and it is shown that a nega- 
tive endometrium can be obtained with treatment, whereas cases receiving no 
treatment whatsoever remain persistently positive in the endometrium. Treat- 
ment, however, does not necessarily produce a resolution of the disease in the 
tubes, and in some cases persisting symptoms, or the presence of a mass of un- 
known origin, requires surgery. 

The results of surgery after antibiotic therapy are described, and the indications 
for surgery are detailed. It is pointed out that if surgery is to be adopted it should 
usually be radical, and that the risk of complications, provided all precautions are 
taken, is not great. In the series described, there were 5 deaths; in only one of these 
could the presence of pelvic tuberculosis be incriminated as a contributory cause 
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of death, and this was before antibiotics were available. In the last 40 cases dealt 
with, there have been no complications of any kind. The surgical approach and 
technique adopted are briefly described, with particular reference to the value of 
the retrograde approach to hysterectomy in many cases. 

Special attention is drawn to the relatively high incidence of a past history of 
suspected appendicitis or of operations for appendicitis in cases of pelvic tubercu- 
losis, and an explanation is given for this, from which it is concluded that the pos- 
sibility should generally be borne in mind that lower right-sided abdominal pain 
in a young woman may be due to the early invasion of the pelvis and lower abdomen 
by tuberculosis. If the suggestive symptoms were more readily recognized, and 
if appendicectomy reveals no gross lesion in the appendix, further study should be 
carried out to exclude tuberculosis, for really early antibiotic treatment of patients 
with genital tuberculosis may preserve fertility at a later date. 11 references. 
9 tables.—Author’s abstract. 


The incidence of genital tuberculosis in the United States is decreasing as the public 
health departments continue to find and treat tuberculous patients. Proper sleriliza- 
lion of milk and water has decreased the incidence of bovine tuberculosis, which is the 
most common cause of pelvic tuberculosis. In spile of this progress, an occasional 
sterility patient will display tubercular salpingitis. With modern medical management, 
surgical treatment of pelvic tuberculosis should be limited lo persistent adneral masses. 
Surgery is indicaled not only to free the pelvis of chronic tuberculous abscesses but also 
lo differentiale between tuberculous salpingitis and possible ovarian tumor.—E. S 
Taylor. 


MISCELLANEOUS 


24. Postmenopausal Endometriosis. NICHOLAS A. ANDROUTSOPOULOS AND SHELDON 
c. SOMMERS, Boston, Mass. Obst. & Gynec. 14:245-248, Aug., 1959. 


It is well known that endometriosis is chiefly a disease of women of reproductive 
age, not observed before puberty, and that it usually regresses following either a 
natural menopause or surgical castration. Textbooks, including those of Graves 
and Meigs, mention that occasionally active endometriosis persists postmeno- 
pausally. Details of such unusual cases are not commonly available, but endo- 
metriosis ordinarily is thought to reflect active ovarian function, particularly 
estrogen secretion. Seven cases of postmenopausal endometriosis, collected from 
pathologic material at the Massachusetts Memorial Hospitals and New England 
Deaconess Hospital, are reported. Only examples of true external endometriosis 
have been included. Ovarian stromal hyperplasia or functioning ovarian tumors 
with estrogen secretion could account for persistent endometriosis in 5 of these 
patients and adrenocortical estrogen secretion in 1. The fairly frequently reported 
coexistence of postmenopausal endometriosis and colonic carcinomas has no simple 
explanation. In the one case reported on in this article, the carcinoma appeared 
to be of colonic epithelium and not a carcinomatous endometriosis arising intra- 
murally.—Author’s abstract. 
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With the addition of Nugestoral to their anti-abortive regimen, Murphy ¢/ a/.* brought 78 
of 86 habitual aborters to full-term. Nugestoral helps by providing in each daily dose of three 
tablets 45.0 mg. Progestoral® (ethisterone), 525.0 mg. vitamin C, 487.5 mg. purified hesper- 
idin, 6.0 mg. vitamin K, 10.5 mg. vitamin E. Boxes of 30 and 100. 
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